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Item 7.01. Regulation FD Disclosure

On May 25, 2011, VIVUS, Inc. presented three poster presentations at the 2011 European Congress on Obesity (ECO) meeting being held May 25 to
May 28, 2011, at the ICEC Liitfi Kirdar Convention & Exhibition Center in Istanbul, Turkey. The posters are entitled as follows:

- Efficacy and Tolerability of Topiramate Alone and in Combination with Phentermine;

- Weight Loss With Low-Dose, Controlled-Release Phentermine/Topiramate Therapy Improves Glycaemic Status and Prevents Progression to Type 2
Diabetes Mellitus; and

- Long-term Treatment With Controlled-Release Phentermine/Topiramate Demonstrates Sustained Weight Loss Over 108 Weeks.

A graphical representation of each poster (including the reproduction of its contents) presented by the Company are attached hereto as Exhibits 99.1, 99.2 and
99.3, respectively.

The information in this Form 8-K and the exhibits attached hereto shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange
Act of 1934, as amended (the “Exchange Act”), or incorporated by reference into any of the Registrant’s filings under the Securities Act of 1933, as amended,

or the Exchange Act, except as shall be expressly set forth by specific reference in any such filing.
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Exhibit No. Description
99.1 Poster entitled, “Efficacy and Tolerability of Topiramate Alone and in Combination with Phentermine” and a reproduction of the contents
thereof.
99.2 Poster entitled, “Weight Loss With Low-Dose, Controlled-Release Phentermine/Topiramate Therapy Improves Glycaemic Status and
Prevents Progression to Type 2 Diabetes Mellitus” and a reproduction of the contents thereof.
99.3 Poster entitled, “Long-term Treatment With Controlled-Release Phentermine/Topiramate Demonstrates Sustained Weight Loss Over 108

Weeks” and a reproduction of the contents thereof.
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Exhibit 99.1
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Below is a graphical representation of the poster entitled “Efficacy and Tolerability of Topiramate Alone and in Combination with Phentermine™:

Efficacy and Tolerability of Topiramate Alone

and in Combination With Phentermine

Authors: George A. Bray, MD¢; Louis J. Aronne, MD"; Alok K. Gupta, MD*; Wosley W. Day, PhD*;
Barbara Troupin, MD, MBA"
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Below is a reproduction of the contents of the poster entitled “Efficacy and Tolerability of Topiramate Alone and in Combination with Phentermine”:

Authors: George A. Bray, MD(a); Louis J. Aronne, MD(b); Alok K. Gupta, MD(a); Wesley W. Day, PhD(c); Barbara Troupin, MD, MBA(c)



(a)Pennington Biomedical Research Center, Baton Rouge, LA; (b)Weill Cornell Medical Center, New York, NY; (c)Vivus, Inc., Mountain View, CA

Contact details: George A. Bray, MD; Pennington Biomedical Research Center, 6400 Perkins Road, Baton Rouge, LA 70808-4124; Office: (225) 763-3140;
Email: george.bray@pbrc.edu

+ Introduction

Obesity is an independent risk factor for cardiovascular disease and contributes significantly to the development of multiple weight-related comorbidities,
such as diabetes and metabolic syndrome.(1),(2)

While lifestyle interventions are the mainstay for treating obesity, many patients require additional therapeutic intervention, such as pharmacotherapy or
bariatric surgery.(3)

One such therapy is topiramate, an agent currently approved for the treatment of seizure disorders and for migraine prophylaxis. Topiramate is a carbonic
anhydrase inhibitor that modulates effects at the glutamate and y-aminobutyric acid (GABA) receptors, blocks some sodium- and calcium-dependent ion
channels, may increase neuropeptide Y (NPY), and likely also impacts glucose and lipid metabolism peripherally. The exact mechanisms that lead to
weight loss are not conclusively known. Topiramate as monotherapy has been studied extensively for the treatment of obesity with and without
comorbidities.(4)-(13)

A second therapy is phentermine, a sympathomimetic agent, approved in the United States since 1959 as an adjunct to diet and exercise for short-term
treatment of obesity.(14)

As is common in the treatment of other complex diseases, such as diabetes or hypertension, combination therapy is often used initially to address the
multiple and redundant mechanisms leading to obesity.(15)

An investigational combination therapy of two approved agents, phentermine and a controlled-release topiramate (PHEN/TPM CR), has been evaluated
to assess the efficacy, safety, and tolerability of these agents in combination, in low doses relative to approved doses.(16)

+ Objective
To review and contrast available data on different formulations of topiramate from published literature or clinical trials data.
* Methods

Two randomised clinical trials using topiramate were reviewed and contrasted based on having similar designs and enrolled populations. Both studies
added blinded therapy as an adjunct to a standardised lifestyle intervention.

The first (Bray 2003), a dose-ranging study of immediate-release topiramate (TOP IR), was a 24-week, placebo-controlled weight loss study of 4
doses of TOP IR (64, 96, 192, or 384 mg total daily dose) with a 2- to 12-week titration period, depending on dose, added to the Pathways to Change
lifestyle-modification program (Figure 1).(8),(17)

Figure 1. Study design for immediate-release topiramate.
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The second, a more recent study (OB-301), assessed a controlled-release topiramate (TPM CR) alone and in combination with phentermine
(PHEN/TPM CR) for weight loss. OB-301 was a 28-week, placebo-controlled study evaluating the effects of two doses each of TPM CR (46 and 92
mg) and PHEN/TPM CR (7.5/46 and 15/92 mg) with a 4-week titration, added to the LEARN lifestyle-modification program. Due to space
limitations, the phentermine alone data are not presented here (Figure 2).(18)



Figure 2. Study design for controlled-release topiramate alone and in

combination with phentermine.
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NOTE: These were not head-to-head studies and comparisons cannot be viewed as conclusive.
* Results
Baseline demographics

The Bray 2003 (TOP IR) and the OB-301 (TPM CR and PHEN/TPM CR) studies were of similar size and duration, and study participants had similar
baseline attributes, which were balanced across treatment arms (Table 1).(8)

10% of subjects in the Bray 2003 study were hypertensive at baseline (systolic blood pressure [SBP] >140 mm Hg and/or diastolic BP [DBP] >90 mm
Hg); 29% were hypertensive in the OB-301 study, by the same definition.(8)

Table 1. Baseline Demographics: TOP IR Monotherapy and TPM CR or PHEN/TPM CR.

TOP IR TPM CR or PHEN/TPM CR
Bray 2003 OB-301
(n=380) (n=756)
Mean age, years 443 45.6
Female, % 85.3 79.2
White, % 76 79
Mean weight, kg 103.7 101.3
Mean body mass index, kg/m? 37.4 36.3
Mean SBP, mm Hg 121.2 122.1
Mean DBP, mm Hg 78.6 79.0

Weight loss

Percent weight loss: Each study showed significant mean percent weight loss in both the ITT-LOCF and completers populations (P<0.05 vs placebo after
Week 4 in all treatment arms), in a mostly dose-dependent fashion (Table 2).(8)

Table 2. Percent Weight Loss at End of Treatment: TOP IR Monotherapy and TPM CR or PHEN/TPM CR.

TOP IR* TPM CR or PHEN/TPM CR*
Bray 2003 0B-301
TOP TOP TOP TOP TPMCR TPMCR PHEN/TPM CR PHEN/TPM CR
Placebo 64 mg 96 mg 192 mg 384 mg Placebo 46 mg 92 mg 7.5/46 mg 15/92 mg
Mean percent weight loss,
ITT-LOCF -2.6 -5.0 -4.8 -6.3 -6.3 -1.5 -4.9 -6.1 -8.2 -9.0
Mean percent weight loss,
completers -3.6 -5.8 -6.5 -8.2 -8.5 2.2 -6.0 -8.5 -10.4 -11.5

*P<0.05 compared to placebo after Week 4 in all treatment arms

Categorical weight loss: Both studies showed significantly more subjects in each treatment arm achieving >5% or >10% weight loss than subjects
receiving placebo, except in TOP IR 64 mg and TOP IR 96 mg subjects at >10% (P<0.05 vs placebo; Figure 3).(8)




Figure 3. Percentage of subjects achleving =5% and >10% weight loss
at end of treatment (study completers): (A) TOP IR monotherapy and

(B) TPM CR or PHEN/TPM CR.
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Blood pressure

Subjects completing treatment saw significantly greater decreases in SBP from baseline to end of treatment vs placebo (P<0.05; Figure 4).(8)

Figure 4. Changes in blood pressure at end of treatment (study completers):
(A) TOP IR monotherapy and (B) TPM CR or PHEN/TPM CR.
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Safety summary
In the Bray 2003 study, 385 subjects were randomised, 64% completed.(8) The OB-301 study randomised 756 subjects, 72% completed.
In the Bray 2003 study, the most frequent adverse events (AEs) were central nervous system (CNS)-related (Table 3).(8)
In OB-301, the most frequent AEs (across all treatment arms) were paraesthesia (see Table 3), dry mouth (7-19% in active, 0% in placebo), constipation
(4-16% in active, 8% in placebo), headache (8-16% in active, 13% in placebo), upper respiratory infection (8-13% in active, 11% in placebo), insomnia
(see Table 3), and nasopharyngitis (3-10% in active, 10% in placebo).
In both studies, CNS-related AEs were most commonly reported in the first couple months of therapy (during titration), were generally mild or moderate

in severity, and in most cases spontaneously resolved on treatment prior to the end of the study. Using similar coding conventions, AEs appeared to occur
less frequently with TPM CR and PHEN/TPM CR than with TOP IR.(8)

Table 3 shows CNS-related AEs (includes central and peripheral nervous systems, psychiatric, and fatigue), which occurred in more than 5% of
topiramate (any formulation) subjects, and where total topiramate incidence was greater than placebo incidence. Data for treatment groups in OB-301
were provided for all terms matching those provided for TOP IR, even if values were below 5% threshold.

Table 3. CNS-Related Adverse Events.

TOP IR TPM CR or PHEN/TPM CR
Bray 2003 OB-301
TOP TOP TOP TOP TPMCR TPMCR PHEN/TPM CR PHEN/TPM CR
Preferred Placebo 64 mg 96 mg 192 mg 384 mg Placebo 46 mg 92 mg 7.5/46 mg 15/92 mg
term (%) (n=75) (n=76) (n=75) (n=76) (n=78) (n=109) (n=106) (n=107) (n=106) (n=108)
Paraesthesia 5 36 41 42 50 4 11 22 16 23

Memory difficulties/ 8 11 23 28 21 1 0 1 0 0



impairment

Fatigue 12 16 18 18 6 8 7 6 9
Somnolence 13 9 12 13 21 2 2 2 1 2
Anorexia/decreased appetite 3 8 9 13 13 0 0 0 1 2
Dizziness 7 7 7 11 15 2 7 4 4 8
Difficulty in concentration/

disturbance in attention 5 7 9 11 12 1 2 4 7 4
Insomnia 5 8 15 7 5 6 4 5 12 10
Nervousness 3 7 11 8 4 1 0 0 1 1
Hypoaesthesia 1 4 7 11 4 1 3 4 3 2
Depression 4 3 7 5 10 3 4 5 1 4
Anxiety 0 8 3 7 5 1 2 2 0 3
Psychomotor slowing 0 3 3 4 12 0 0 0 0 0
Dysgeusia, taste perversion 0 9 9 16 10 0 7 2 9 15

AE:s led to discontinuation in 21% of TOP IR—treated subjects and 11% of placebo-treated subjects in the Bray 2003 study; 15% of the TPM CR— or
PHEN/TPM CR—treated subjects and 7% of placebo-treated subjects in OB-301.(8)

Serious AEs occurred in 4% of TOP IR—treated and 3% of placebo-treated subjects in the Bray 2003 study; and 1% of TPM CR— or PHEN/TPM CR—
treated and 0% of placebo-treated subjects in OB-301.(8)

- Conclusions

Due to similar design and endpoints in the 2 studies (Bray 2003 and OB-301), it is possible to contrast the efficacy and tolerability of the two topiramate
formulations and its use in combination with phentermine.

Any assessments need to be considered in the context that these were not head-to-head studies and cannot be deemed conclusive, merely informative.
Topiramate has consistently demonstrated significant value when used to induce weight loss and has shown improvements in BP as well. Tolerability has
been a limiting factor, specifically CNS-related events, but perhaps alternate formulations or combinations may help to mitigate these effects while

retaining the benefits.

A lower Cmax with TPM CR, lower absolute doses, and its use in combination with phentermine likely contribute to observed differences in efficacy and
tolerability, attributes important for long-term use.

The OB-301 trial was registered at ClinicalTrials.gov, number NCT00563368.
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Exhibit 99.2

Below is a graphical representation of the poster entitled “Weight Loss With Low-Dose, Controlled-Release Phentermine/Topiramate Therapy Improves
Glycaemic Status and Prevents Progression to Type 2 Diabetes Mellitus:

Weight Loss With Low-Dose, Controlled-Release

Phentermine/Topiramate Therapy Improves Glycaemic
Status and Prevents Progression to Type 2 Diabetes Mellitus
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+ Abstract

Introduction

Obesity is associated with increased mortality due to comorbidities, such as type 2 diabetes mellitus (T2DM). Once-daily, controlled-release
phentermine/topiramate (PHEN/TPM CR) previously demonstrated significant and well-tolerated weight loss, which may mitigate the risk of the growing
T2DM epidemic in obese patients.

Methods

To evaluate the effects of PHEN/TPM CR on glycaemic parameters and rates of progression to T2DM, we conducted prespecified analyses of data from the
CONQUER study, a double-blind, Phase 3 trial, which randomised 2487 overweight/obese adults with >2 weight-related comorbidities to placebo, PHEN 7.5
mg/TPM CR 46 mg (7.5/46), or PHEN 15 mg/TPM CR 92 mg (15/92) for 56 weeks. Glycaemic parameters were evaluated at baseline and at Week 56.
Results

Glycated haemoglobin, fasting glucose, and fasting insulin were significantly improved at Week 56 (ITT-LOCF; P<0.005 vs placebo). Among subjects with
ADA-defined Prediabetes at baseline (n=1119), normoglycaemia was achieved in 39.1% and 45.2% of subjects in the 7.5/46 and 15/92 arms, respectively. In
this same sample, progression to T2DM was reported in 9.0% of subjects on placebo, 6.7% on 7.5/46, and 4.4% on 15/92 (P<0.05 vs placebo). Treatment
with PHEN/TPM CR was generally well tolerated.

Conclusion

In obese patients with metabolic comorbidities, treatment with PHEN/TPM CR over 56 weeks improved glycaemic parameters. In subjects with Prediabetes
at baseline, PHEN/TPM CR therapy normalized glycaemic parameters in >39% of subjects and led to significant reductions in the progression to T2DM.

Note that in the original abstract submission, the WHO criteria for Prediabetes were used to define the Prediabetes sample. In the presented abstract and
poster, the current ADA definition of Prediabetes was utilized.

- Introduction

Obesity is an independent risk factor for cardiovascular disease and also contributes to the development of weight-related comorbidities, such as type 2
diabetes mellitus (T2DM).(1)-(5)

The presence of Prediabetes, defined as impaired fasting glucose (IFG) or impaired glucose tolerance (IGT), increases the risk of developing T2DM.(6)

Even modest weight loss in patients with Prediabetes has been shown to delay progression to T2DM and lead to improvements in glycaemic parameters.

(6).(7)

Controlled-release phentermine/topiramate (PHEN/TPM CR) is an investigational combination therapy that was developed to maximize weight loss and
improve weight-related comorbidities.

The CONQUER study was a double-blind, Phase 3 trial that randomised 2487 overweight/obese adults with >2 weight-related comorbidities to placebo,
PHEN 7.5 mg/TPM CR 46 mg (7.5/46), or PHEN 15 mg/TPM CR 92 mg (15/92) for 56 weeks.(8)

+ Objectives
To assess the effects of PHEN/TPM CR on weight loss and glycaemic parameters over a 56-week period in the overall CONQUER sample.

To evaluate changes in glycaemic parameters and rates of progression to T2DM over a 56-week period in a prespecified subset of patients in CONQUER
with Prediabetes.

+ Methods

This 56-week, double-blind, parallel-group Phase 3 trial (CONQUER) randomised 2487 overweight/obese adult subjects with >2 weight-related
comorbidities to placebo (n=994), 7.5/46 (n=498), or 15/92 (n=995).

All subjects were managed to standard of care for their respective comorbidities, including the option to add or modify medications, and received lifestyle
modification, including nutrition guidance and increased physical activity, based on the LEARN program.(9)

- Assessments

The primary efficacy endpoint in this trial was percent weight loss at Week 56 in the intent-to-treat (ITT) population with last observation carried forward
(LOCEF).

Other endpoints included change in HbAlc, fasting glucose, and fasting insulin at Week 56.



A subanalysis assessed changes at Week 56 in glycaemic parameters and the change in diabetic status among subjects with Prediabetes (defined as IFG
[5.6 to 6.9 mmol/L] or IGT [7.8 to 11.0 mmol/L as measured by oral glucose tolerance test (OGTT)]) at baseline.

Analysis of covariance (ANCOVA) was used to evaluate changes in weight loss and other outcomes. The ANCOVA model used factors of treatment,
gender, and diabetic status as fixed effects, with baseline weight as a covariate.

- Results

Baseline Characteristics

Subjects randomised in CONQUER were mostly female (70%) and Caucasian (86%) with a mean age of 51 years, mean weight of 103.1 kg, and mean
body mass index of 36.6 kg/m2. Mean baseline HbAlc was 5.9%, fasting glucose was 5.9 mmol/L, and fasting insulin was 125.7 pmol/L.

Weight Loss

In the overall ITT-LOCF sample, least-squares (LS) mean percent weight loss was significantly greater at 56 weeks for both PHEN/TPM CR groups vs
placebo (P<0.0001; Figure 1A). LS mean percent weight loss was also significant among subjects with Prediabetes at baseline (n=1119) vs placebo

(P<0.0001; Figure 1B).

Figure 1. Percent weight loss at 56 Weeks: (A) overall sample

ITT-LOCF and (B) Prediabetes sample ITT-LOCF.
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Glycaemic Parameters: Overall Study Sample

LS mean change in HbA lc, fasting glucose, and fasting insulin at Week 56 were significantly greater with PHEN/TPM CR treatment compared with
placebo.

HbAIc (%): 0.1, 0.0, and -0.1 for placebo, 7.5/46, and 15/92, respectively (P<0.0001 vs placebo)
Fasting glucose (mmol/L): 0.13, -0.01, and -0.07 for placebo, 7.5/46, and 15/92, respectively (P<0.005 vs placebo)
Fasting insulin (pmol/L): 5.1, -24.0, and -27.6 for placebo, 7.5/46, and 15/92, respectively (P<0.0005 vs placebo)
Glycaemic Parameters and Insulin Sensitivity: Prediabetes Sample
In subjects with Prediabetes at baseline, glycaemic parameters (Figure 2) and insulin sensitivity were also improved.

LS mean change in homeostasis model assessment—insulin resistance was significant vs placebo at Week 56 (P<0.005): 0.8, -1.3, and -1.5 for
placebo, 7.5/46, and 15/95, respectively.



Figure 2. Change in glycaemic parameters from baseline to

Week 56 (Prediabetes sample ITT-LOCF).
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Normoglycaemia in subjects with Prediabetes (defined as IFG <5.6 mmol/L or IGT <7.8 mmol/L as measured by OGTT) occurred more frequently in
PHEN/TPM CR—treated subjects than in placebo-treated subjects (P=0.0016).

Progression to T2DM was more common in placebo-treated subjects than PHEN/TPM CR—treated subjects (P=0.0253; Figure 3).

Figure 3. Percentage of subjects with a change in diabetic status

from baseline to Week 56 (Prediabetes sample ITT-LOCF).
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Safety Summary

The most common treatment-emergent adverse events (TEAEs) are presented in Table 1. Among PHEN/TPM CR subjects, the incidence of serious AEs
was comparable to placebo: 4%, 3%, and 5% for placebo, 7.5/46, and 15/92, respectively.

Table 1. Most Common TEAEs (Safety Sample)

Placebo PHEN/TPM CR 7.5/46 PHEN/TPM CR 15/92
TEAE (%) (n=993) (n=498) (n=994)
Dry mouth 2 13 21
Paraesthesia 2 14 21
Constipation 6 15 17
Upper respiratory tract infection 13 12 13
Nasopharyngitis 9 11 10
Dysgeusia 1 7 10
Insomnia 5 6 10
Headache 9 7 10

Completion rates on therapy were higher in the PHEN/TPM CR groups: 57%, 69%, and 64% for placebo, 7.5/46, and 15/92, respectively.



Discontinuation rates due to TEAEs were dose-related at 9%, 12%, and 19% for placebo, 7.5/46, and 15/92, respectively.
There was 1 death in the placebo group.
+ Conclusions
Treatment with PHEN/TPM CR led to significant weight loss vs placebo.

In addition to weight loss, subjects treated with PHEN/TPM CR achieved significant improvements in glycaemic parameters vs placebo in both the
overall and Prediabetes groups, indicative of an improvement in insulin sensitivity.

Furthermore, in subjects with Prediabetes at baseline, PHEN/TPM CR therapy normalized glycaemic parameters in almost 40% of subjects.
PHEN/TPM CR led to significant reductions in the proportion of subjects progressing to T2DM.
PHEN/TPM CR was generally well tolerated based on rates of study completion, discontinuation rates, and overall adverse events.

Therapies that can address glycaemic parameters, ameliorate insulin resistance, and potentially impact the epidemic rates of progression to diabetes would
have significant clinical benefit to overweight and obese patients with Prediabetes.

This trial is registered at ClinicalTrials.gov, number NCT00553787.
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+ Introduction

Obesity is a chronic disease that is associated with and contributes to poor outcomes with various comorbid conditions, including diabetes, cardiovascular
disease, nonalcoholic fatty liver disease, and nonalcoholic steatohepatitis.(1)-(4)

As a result, excess body weight has been shown to reduce life expectancy and is the sixth most important cause of disease burden globally.(5)

Weight loss of >5% significantly reduces the health risks associated with obesity, and greater weight loss is associated with increasing benefit on weight-
related comorbidities.(6)-(8)

Lifestyle interventions alone are not always sufficient to induce and maintain significant weight loss; therefore, an effective and well-tolerated medical
therapy may be needed for the effective treatment of obesity in the longer term.(9)

An investigational low-dose, controlled-release combination of phentermine and topiramate (PHEN/TPM CR) previously demonstrated significant weight
loss compared with placebo in overweight and obese subjects through 56 weeks in the CONQUER study.(10)

+ Objective

To determine the long-term weight-loss benefits resulting from 108 weeks of treatment with PHEN/TPM CR in overweight/obese subjects with weight-
related comorbidities.

+ Methods
PHEN/TPM CR was evaluated over 108 weeks in 2 consecutive clinical studies:

CONQUER was a 56-week, double-blind, placebo-controlled, Phase 3 trial of 2487 overweight/obese adult subjects with >2 weight-related
comorbidities who were randomized to placebo, PHEN 7.5 mg/TPM CR 46 mg (7.5/46), or PHEN 15 mg/TPM CR 92 mg (15/92).(10)

Subjects from selected sites who completed CONQUER on treatment were eligible to enter SEQUEL, a double-blind, placebo-controlled extension
of the CONQUER study consisting of a further 52-week treatment period in which subjects continued on their original double-blind treatment.

All subjects were managed to standard of care for their respective comorbidities, including medication management as needed, and received lifestyle
modification counseling, including guidance on nutrition and increased physical activity, based on the LEARN program.(11)

- Assessments

Primary efficacy endpoints for the SEQUEL trial were percent weight loss and the percentage of subjects achieving >5% weight loss from baseline
(CONQUER Week 0) to Week 108 in the intent-to-treat (ITT) population with last observation carried forward (LOCF).

Secondary endpoints included percentage of subjects achieving >10%, >15%, or >20% weight loss and change in waist circumference from baseline
(CONQUER Week 0) to Week 108.

Analysis of covariance (ANCOVA) was used to evaluate changes in weight loss and other outcomes. The ANCOVA model used factors of treatment,
gender, and diabetic status as fixed effects, with baseline weight as a covariate.

- Results

Baseline demographics

In total, 866 subjects were eligible to participate in SEQUEL; 676 subjects (78%) were enrolled in the study, and the remainder (190 subjects) elected not
to continue.

A higher percentage of eligible CONQUER subjects on 15/92 (86%) chose to enrol in the extension study than in either the 7.5/46 (79%) or placebo
(69%) group.

Of the 676 enrolled subjects, 574 (84.9%) subjects completed all study visits.

The percentages of subjects completing the study were similar between treatment groups (placebo, 86.8%; 7.5/46, 83.8%; and 15/92, 84.1%).
One subject in the 7.5/46 group enrolled but discontinued from the study prior to receiving study drug (ITT; N=675).

Baseline demographics were similar in each treatment group (Table 1).



Table 1. Baseline Demographics (Safety Sample).

Placebo PHEN/TPM CR 7.5/46 PHEN/TPM CR 15/92
(n=227) (n=153) (n=295)
Mean age, years 52.7 52.2 51.2
Gender, female, % 64.8 69.3 66.1
Race, Caucasian, % 87.2 87.6 82.7
Mean weight, kg 101.1 102.2 101.9
Mean body mass index, kg/m? 36.0 36.1 36.2
Mean waist circumference, cm 113.0 112.9 112.2

Baseline was defined as the last measurement on or before the first dose of double-blind study drug in the CONQUER study (Week 0).

Overall weight loss

Following a total of 108 weeks of treatment, significantly greater least-squares (LS) mean percent weight loss was achieved with both doses of
PHEN/TPM CR compared with placebo (P<0.0001): 1.8%, 9.3%, and 10.5% (ITT-LOCF) for placebo, 7.5/46, and 15/92, respectively (Figure 1).

The differences between both treatment groups and placebo were significant from Week 8 through Week 108 (P<0.0001 vs placebo).

Figure 1. Least-squares mean percent weight loss from baseline

through Week 108.
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Categorical weight loss
Significantly more patients treated with PHEN/TPM CR achieved >5%, >10%, >15%, or >20% weight loss after 108 weeks in a dose-related fashion
than with placebo (P<0.0072 for all comparisons; Figure 2).

Figure 2. Percentage of subjects achieving 25%, =210%, >215%,
| or 220% weight loss at Week 108 (ITT-LOCF).
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Waist circumference

At Week 108, treatment with PHEN/TPM CR resulted in a significantly greater LS mean reduction in waist circumference than placebo (P<0.0001 vs
placebo; ITT-LOCF): -3.6 cm, -9.8 cm, and -10.6 cm for placebo, 7.5/46, and 15/92, respectively.

The differences between both treatment groups vs placebo were again significant from Week 8 through Week 108 (P<0.0005 vs placebo).



Safety summary

Treatment with PHEN/TPM CR was generally well tolerated, with no new safety signals seen between 56 and 108 weeks. The most common treatment-
emergent adverse events (TEAEs) are shown in Table 2.

The percentage of subjects who discontinued study drug due to AEs was 3.1% in the placebo group, 4.6% in the 7.5/46 group, and 4.4% in the 15/92
group.

Table 2. Most Common Treatment-Emergent AEs Between Baseline and Week 108.

Placebo PHEN/TPM CR 7.5/46 PHEN/TPM CR 15/92
TEAE (%) (n=227) (n=153) (n=295)
Upper respiratory tract infection 32.6 27.5 28.5
Constipation 9.7 222 22.7
Paraesthesia 2.6 14.4 22.4
Sinusitis 13.7 15.7 21.0
Dry mouth 2.6 14.4 20.7
Nasopharyngitis 22.0 19.0 17.3
Dysgeusia 1.8 11.8 13.6
Headache 11.5 7.2 12.9
Insomnia 9.7 12.4 11.5
Back pain 11.5 11.1 11.5

In total, 47 subjects had a serious AE (SAE) between baseline and Week 108: 14 (6.2%) subjects in the placebo group, 9 (5.9%) in the 7.5/46 group, and
24 (8.1%) in the 15/92 group.

There were no treatment-related SAEs.
+ Conclusions
Therapies that can provide sustained weight loss are needed to address the current and future effects of the obesity epidemic.

PHEN/TPM CR produced significant rapid, initial weight loss and reductions in waist circumference that were observed from Week 8 and sustained
throughout the 2-year treatment period.

Further, significantly more subjects in both PHEN/TPM CR treatment groups achieved >5%, >10%, >15%, or >20% weight loss in a dose-related
fashion at Week 108 compared with placebo.

PHEN/TPM CR was generally well tolerated based on percentages of subjects choosing to join the extension study, 2-year study completion and
discontinuation rates, and the overall incidence of AEs.

These findings from the SEQUEL study demonstrate the sustained effectiveness and consistent safety and tolerability profile of PHEN/TPM CR in the
long-term treatment of obesity, suggesting the potential of PHEN/TPM CR to reduce the health risks associated with this serious disease.

This trial is registered at ClinicalTrials.gov, number NCT00796367.
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