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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

Adverse Event is any untoward medical occurrence in a patient using a

medical device.
Analysis of Covariance

Cleveland Clinic Florida Incontinence Score
Center for Devices and Radiological Health
Dextranomer

Food and Drug Administration

Fecal Incontinence

Fecal Incontinence Quality of Life Scale
Investigational Device Exemption
Intent-To-Treat population

Last Observation Carried Forward

Least Square Mean

Lost to Follow-up

Medical Dictionary for Regulatory Activities
Stabilized Non-Animal Sodium Hyaluronate

Solesta Investigational Product — Dextranomer in a gel of stabilized
non-animal sodium hyaluronate

Observed Case

Office of Device Evaluation

Primary Imputation Model

Premarket Approval Application

At least “x” % improvement from baseline

Serious Adverse Device Effect — SAE related to treatment

Serious Adverse Event
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2 INTRODUCTION

This premarket approval (PMA) application is submitted to support the safety and
effectiveness of Solesta”™, an injectable bulking agent for the treatment of fecal incontinence
(FI) in adult patients who have failed conservative therapy. This PMA is currently under
review by the Office of Device Evaluation (ODE) within the Center for Devices and
Radiological Health (CDRH) of the U.S. Food and Drug Administration (FDA).

FI can disrupt the lives of people who suffer from it. Inability to control the passage of stool or
flatus can produce embarrassment, and fear of such episodes may limit a person’s normal
daily activities. These patients frequently suffer with shame and self-imposed social isolation.
FI is a complex condition that often has a multifactorial etiology including obstetric trauma,
injuries to the pelvic floor and/or sphincter complex, pelvic floor weakness due to neurologic
impairment, and chronic diseases that alter the stool or rectal reservoir. A recent US
epidemiologic study estimates prevalence of FI at 8.3 % in the non-institutionalized adult
population '

Current treatment options for FI in the US comprise either non-invasive conservative therapies
or more invasive surgical treatments. Non-invasive therapies are often tried at first, but they
are not effective for many patients. These include dietary modification, anti-diarrheal agents,
pelvic floor exercise and biofeedback. Depending on the etiology and severity of the FI
condition, a range of surgical treatments including surgical repair of the anal sphincter or
implantation of an artificial bowel sphincter device are available. Unfortunately, for those who
do undergo surgical treatment, the effect of surgical repair of the anal sphincter is not durable
and the implantation of the artificial bowel sphincter is associated with considerable morbidity
and requires steep learning curves. Failure of surgical treatment often leaves few treatment
options other than permanent end colostomy. A considerable treatment void exists for patients
who fail non-invasive treatment, and who are not suitable candidates for the available surgical
therapy. This void represents a need for new treatments for FI that are effective in reducing FI
episodes to restore a more normal quality of life, and that are also safe and minimally invasive.

Favorable outcome following use of injectable bulking agents for the treatment of FI has been
described in patients with sufficient integrity of anal structures to support injection in case
series, open-label trials and single-blind randomized controlled trials **** * > ©.

Solesta is an injectable bulking agent comprising dextranomer microspheres and sodium
hyaluronate, both well known biosynthesized polysaccharides, and has a history of safe use.
Solesta has the exact same composition as Deflux” which has been approved for the treatment
of children with vesicoureteral reflux by the FDA since 2001. Solesta has been approved for
treatment of FI in Europe since 2006 and Canada since 2007. Solesta is administered
submucosally in the anorectal area in an outpatient setting, under direct visual control through
an anoscope, and requires no anesthesia.

This PMA contains clinical data from 3 prospective trials involving 346 patients who have
received a total of 566 Solesta treatments, and who were followed up for 12 to 24 months after
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treatment. All three studies utilized similar eligibility criteria and used exactly the same
procedure for administering Solesta. For the primary efficacy assessment, a responder analysis
based on a decrease in the number of FI episodes recorded in a patient diary was used in all
three studies, which constitutes a measure of clinically meaningful treatment outcome for
patients.

The pivotal study is a randomized sham-controlled, evaluator and patient-blinded, multicenter
clinical study of 206 patients conducted under an IDE (Pivotal IDE study). The clinical data
presented constitute the highest level of valid scientific evidence. The study design and 3 pre-
specified study success criteria for the primary objective were developed with interaction and
feedback from the FDA. All 3 pre-specified success criteria were met: 1) Solesta was superior
to Sham at 6 months after treatment; 2) the effect shown in the Solesta treatment group met a
pre-defined threshold for clinical significance; and 3) durability of the effect of Solesta for up
to 12 months after treatment was shown. Compared to Sham, greater improvements in quality
of life and other secondary endpoints have been demonstrated, supporting clinically
meaningfulness of effect of Solesta in the target FI population.

The two additional clinical studies submitted in this PMA are: 1) a prospective, multicenter,
Open-Label study of 115 patients conducted outside the United States, and 2) a single center
Proof-of-Concept study of 34 patients conducted at one site in Sweden. Clinical data from
these three studies together present a reasonable assurance of the safety, tolerability, clinical
effectiveness and durability of effect of Solesta for the treatment of patients with FI.

This sponsor summary provides details of the Study Design and Outcomes from the clinical
studies and additional background information as follows for panel member review:

= QOverview of FI and current treatment options(Section 3)
* Product Description for Solesta (Sections 4)

* Product History and Development (Section 5)

= Overview of Clinical Studies (Section 6)

» Details on Pivotal IDE Study Design and Results (Section 7)
* Summary of Supportive Studies (Section 8)

* Summary of Solesta Clinical Data (Section 9)

= Risk-Benefit Evaluation (Section 10)

= Patient Safety Post-Approval (Section 11)

* Overall Summary and Conclusions (Section 12)

= Appendices (Section 13)

= References (Section 14)
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3 OVERVIEW OF FECAL INCONTINENCE AND CURRENT
TREATMENT OPTIONS

3.1 Fecal Incontinence — A debilitating medical condition

The American Society of Colon and Rectal Surgeons (ASCRS) defines FI as “the impaired
ability to control gas or stool, ranging in severity from mild difficulty with gas control to

complete loss of control over liquid and formed stools” ’.

A recent publication regarding a validated FI severity scale included in the National Health
and Nutrition Examination Survey (NHANES) 2005-2006 reported the prevalence of FI in
non-institutionalized US adults at 8.3 % with a prevalence of 15.3 % in participants aged 70
years or older . FI episodes occurred at least weekly in 2.7 % of the participants.

Normal control of defecation is a complex interplay of proper functioning of the colon and
rectum, the anal sphincter and the pelvic floor, the neurologic system, and the amount and
consistency of fecal material. The pathophysiology of FI is often multifactorial resulting from
a combination of defects affecting the control of defecation, compounded by changes
associated with aging.

Obstetric trauma resulting from anatomical disruption of the anal sphincter muscles or neural
damage is one of the most common etiologies of FI ®. Other etiologies may include spinal cord
injury, surgical or other trauma, or may be idiopathic in origin °. Patients with FI frequently
also suffer from urinary incontinence " '°.

Inability to control the passage of stool or flatus can dramatically disrupt the lives of people
who suffer from it and become an insidious burden on their quality of life. Patients with FI,
are reluctant to disclose the problem to others, with only 5-27 % seeking help from their
doctors . Lack of disclosure may be to the result of embarrassment, the erroneous belief that
FI is a normal part of aging, or the perception that no treatment is available. Validated quality
of life instruments repeatedly demonstrate that patients who suffer from FI are severely
limited in their ability to engage in life’s normal pleasures — activities that can be restricted
include leaving the home, visiting with friends, sexual relations, and work '* '** '*'°_ These
patients frequently suffer with shame and self-imposed social isolation . Elderly patients may
require early admission to a nursing home .

There is an economic effect on society as well, although not well quantified in the literature;
one manuscript reports the costs of evaluating and managing an FI patient at over a half
million dollars .

3.2 Treatment Options for Fecal Incontinence — The unmet need

In the US, FI is managed with a variety of different therapeutic modalities. Non-invasive
techniques for management of FI include dietary modification, antidiarrheal medication, and
biofeedback. These non-invasive treatments, referred to as conservative therapy in this
summary, do not provide adequate relief for some patients with FI.
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Surgical approaches employed include sphincteroplasty or sphincter repair, implantation of an
artificial bowel sphincter and radio-frequency ablation of the tissue of the anal canal, and
ileostomy/colostomy for intractable cases of FI. Muscle transposition of the gracilis muscle
around the anus in combination with the use of en electric pulse generator is no longer
performed in the US.

The available surgical interventions are appropriate only in a smaller group of FI patients. For
example, sphincteroplasty is performed in patients with an identifiable anatomical defect to
the anal sphincter. During sphincteroplasty, the sphincter is reconstructed to form a complete
ring around the anus. Overlapping sphincteroplasty has been the predominant technique of
repair used by colon and rectal surgeons during the last three decades ' '*. Overlapping
sphincteroplasty is reported to provide equivalent effectiveness to direct sphincter repair ' 2*:
*!. While anal sphincter repair often confers good-to-excellent short-term outcomes in 31 to 83
percent of patients, the benefits of sphincteroplasty tend to deteriorate with time, as reported in
the practice guidelines for FI developed by the Standards Practice Task Force of the ASCRS ™.
Complications of surgical repair of the sphincter may include post-operative infections, poor
wound healing, or post-operative pain, and constipation.

The only implantable medical device approved in the US for FI is the Acticon neosphincter,
which has been approved under a PMA (P010020). The neosphincter is an implantable, fluid
filled, solid silicone elastomer device, consisting of three interconnected components: an
occlusive cuff, a pressure-regulating balloon and a control pump with a septum. The
neosphincter has a role in the treatment of severe FI especially in patients with significant
sphincter disruption; a success rate of 53 % was reported in one multi-center study >*.
Common adverse effects following implantation of the neosphincter are pain and discomfort,
infection, erosion of the tissues surrounding the sphincter or control components. Other
adverse effects include migration of implanted components, wear and failure of neosphincter
components, wound problems associated with the surgical procedure, and difficulty in
managing the pressure changes required for proper operation of the device *** #°* %’ Rates
of surgical removal have been reported to be between 20-37 % but are seen to decline with
increased experience .

The SECCA® procedure utilizes a 510(k)-cleared radiofrequency ablation device. It is based
on the concept that collagen deposition and subsequent scarring may increase the ability to
recognize and retain stool and promote continence. The Standards Practice Task Force of the
ASCRS in their review confers a level IV evidence grade with inconsistent findings for this
procedure and states that it might be useful for selected patients with moderate FI . In the peer-
reviewed scientific literature, evidence to support the safety and efficacy of the SECCA
procedure for the treatment of FI is primarily in the form of prospective case series with small
patient populations (8-50 patients). Complications of the SECCA procedure include mucosal
ulceration secondary to insufficient mucosal cooling, post-operative anal pain, and delayed
bleeding ** .

There is an unmet medical need in the treatment of FI. FI is a significant medical condition
that leads to diminished quality of life. Non-invasive, conservative therapies are not effective
for many patients. Surgical repair or implantation of a neosphincter medical device have been
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shown to be effective in selected patients, but are associated with significant adverse effects.
Long-term failure of surgical treatments is recognized. Patients who are not helped by non-
invasive therapy and who either are not appropriate candidates for surgery or experience a
recurrence of FI some time following the surgical procedure, have few alternative treatment
options. There is a need for new treatments for FI that are effective in reducing FI episodes but
are also safe and minimally invasive.

Injectable bulking agents are not currently available in the U.S., but have been reported on in
the literature. Bulking agents used in clinical trial settings appear to provide a meaningful
treatment effect and may serve as alternative or adjunctive therapeutics to current treatment
options in FI patients with sufficient integrity of anal structures to support injection . The
majority of the published reports comprise uncontrolled trials and case series, both prospective
and non-prospectively defined. Only a few single-blind randomized controlled trials have been
performed > * > °. While these trials generally include small numbers of patients and the
methodological quality of the studies varies, the available evidence lends support to the safety
and effectiveness of bulking agents in treatment of FI.

Solesta is a bulking agent developed with the goal of meeting this unmet patient need. The
Pivotal Solesta IDE study is the first known sham-controlled RCT study with valid scientific
evidence to demonstrate and confirm the safety and effectiveness of a bulking agent in the
treatment of FI. The clinical benefit of Solesta is also documented in two other prospective
studies included in this PMA submission.

4 SOLESTA

4.1 Device Description and Properties — A biocompatible gel

Solesta consists of dextranomer microspheres, 50 mg/mL, and stabilized sodium hyaluronate,
15 mg/mL, in phosphate buffered 0.9 % sodium chloride solution.

Solesta is a sterile, viscous gel contained in a disposable 1 mL assembled glass syringe with a
standard luer-lock fitting. The syringe is equipped with a plunger stopper, a plunger rod and a
finger grip. A transparent label with indicative volume markings, batch number and expiry
date is fitted onto the syringe. The labeled syringe is packed in a pouch and terminally
sterilized by moist heat. The final product consists of a carton containing four pouches with
syringes, five sterile needles (Sterican®, 21G x 4 % inches, 0.80 x 120 mm), patient record
labels and a package insert. The product is for single use. The Sterican” needle used for
injection of Solesta is a sterile needle for single use manufactured and CE marked by B.
Braun, Germany. The same needle is cleared for marketing in the U.S. under 510(k) Number
K072247.

Solesta consists of exactly the same composition and primary packaging as Deflux®. Deflux is
indicated for treatment of children with vesicoureteral reflux (VUR) grades II-IV and was
originally approved in September 2001 under PMA P000029. Deflux has been used in over
200,000 treatment procedures worldwide with proven safety.
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Both Solesta and Deflux are manufactured by Q-Med AB at the same manufacturing site in
Uppsala, Sweden. The manufacturing facility has been inspected by the FDA and is compliant
with the FDA Quality System Regulation (21 CFR 820).

A picture of the Solesta syringe is shown in Figure 1 and the composition of Solesta is
provided in Table 1 below.

Figure 1 Solesta syringe

Luer-lock
Plunger rod Tip Cap
Label l
: T 4
Syringe barrel
/
Finger grip Plunger
Table 1 Composition of Solesta
Ingredients Each mL contains
Main Ingredients:
Dextranomer (DX) 50 mg
Sodium hyaluronate, stabilized ® 15 mg
Other Ingredients ®:
Sodium Chloride 9 mg
KH,PO, 0.03 mg
Na,HPO, x 2H,0O 0.14 mg
Water for Injection (WFI) Addup to 1 mL

@ Produced from Sodium Hyaluronate Pharma Grade and BDDE.
® HCI and NaOH are used for pH adjustment.

The dextranomer (DX) consists of microspheres of dextran chains cross-linked into a three-
dimensional network. Dextran is a polysaccharide comprising glucose units. The dextran is
biosynthesized by fermentation from Leuconostoc Mesenteroides species of bacteria and is
thereby of non-animal origin. DX is insoluble in water and organic solvents. The microspheres
are hydrophilic and swell in water.
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The sodium hyaluronate gel consists of sodium hyaluronate (HA) chains stabilized into a
three-dimensional network and swelled in phosphate buffered 0.9 % sodium chloride solution.
HA is a polysaccharide comprising of D-glucuronic acid and N-acetylglucosamine units. The
HA used is biosynthesized by fermentation from Streptococcus species of bacteria and is
thereby also of non-animal origin. The gel is insoluble in water and organic solvents. The gel
is hydrophilic and swells in water.

The diameter of the dextranomer microspheres is within 80 to 250 um which minimizes the
risk for distant migration. The stabilized sodium hyaluronate accounts for the viscous
properties of Solesta and acts as a carrier to facilitate the injection of the dextranomer
microspheres. The dextranomer microspheres facilitate in-growth of fibroblasts and collagen
in-between the microspheres thereby stabilizing the volume of the implant for a sustained,
durable bulking effect. In animal studies Solesta has been seen to be durable for at least 12
months in the rectal tissue and in clinical studies, Solesta has been seen to offer a durable
treatment effect for at least 24 months.

4.2 Implantation of Solesta — An out-patient procedure

Solesta is a bulking agent which is to be injected into the deep submucosal layer in the
proximal part of the high pressure zone of the anal canal, as illustrated in Figure 2. For each
treatment, a series of 4 equally spaced injections with 1 mL of Solesta each (i.e., 4 mL in total)
is performed approximately 5 mm proximal to the dentate line at the anorectal junction
through an anoscope. This area lacks pain sensory innervation so the injections are relatively
painless. The treatment is administered as an out-patient procedure without anesthesia
following an enema evacuation of the anal canal. Prophylactic antibiotics and additional local
antiseptics (such as Betadine) can be administered if clinically motivated based on the patients
medical history and medical condition. If the patient remains incontinent after initial
treatment a re-treatment may be performed in the same fashion.

Figure 2 Schematic illustration of the Solesta injection in the anal canal

a) After insertion of the needle, 1 mL of Solesta is b) The injection is repeated at the remaining three
injected underneath the lining of the anal canal. injection sites.
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The aim is to expand the submucosal layer in the proximal anal canal and thereby improve
bowel control. The efficacy of Solesta in treatment of FI has only been studied in patients with
an intact or partially functioning anorectal sphincter.

5 PRODUCT HISTORY AND DEVELOPMENT: SOLESTA

5.1 Regulatory History

Q-Med Scandinavia Inc. filed an IDE, on behalf of Q-Med AB, on May 16, 2005 to initiate a
randomized Sham-controlled study for Solesta (known as NASHA/Dx Fecal in the study) in
the treatment of FI. The IDE was assigned G050099 and was conditionally approved by the
FDA on June 16, 2005. The IDE was fully approved on April 4, 2006.

In June 2009, Q-Med Scandinavia Inc. was acquired by Oceana Therapeutics LLC and Oceana
Therapeutics Inc. is now the sponsor of the above referenced IDE. Q-Med AB is the
manufacturer of Solesta.

Q-Med and Oceana Therapeutics have worked interactively with the FDA at every stage of
development, from the pre-IDE through the IDE stage until PMA submission. The FDA
review team has provided valuable feedback, which has been incorporated into the preclinical
and clinical testing for Solesta whenever possible.

5.2 Pre-clinical Evaluation of Solesta

As previously noted, Solesta and Deflux have an identical chemical formulation and therefore,
the biocompatibility tests performed on Deflux are applicable to demonstrate the
biocompatibility of Solesta. The major part of the pre-clinical program for Solesta is therefore
identical to the program already approved by the FDA for Deflux. In addition to the ISO
10993 biocompatibility tests, animal implantation testing in dogs and chronic toxicity testing
in rodents have been performed specifically at the request of the FDA to evaluate the
biological response to Solesta. The pre-clinical program for Solesta is summarized in Table 2.

Table 2 Pre-clinical program for Solesta

Study Title Results

Toxicological studies

13-week toxicity study in Sprague-Dawley rats following Non-toxic
intraperitoneal injection.

26-week toxicity study in Fisher 344 rats following intraperitoneal | Non-toxic
injection

In vitro cytotoxicity test (USP<87>ISO 10993-5) direct contact test | Non-toxic

Cytotoxicity study using the colony assay-extraction method Non-toxic

Ames test Not genotoxic
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Study Title Results

Mouse lymphoma assay Not genotoxic
Mouse micronucleus test Not genotoxic
Mouse peripheral blood micronucleus study, solution Not genotoxic
In vitro mammalian chromosome aberration test performed with Not genotoxic

human lymphocytes

Immunological studies

ISO maximization sensitization study, solution Not sensitizing
ISO modified intracutaneous study, solution Score 1.6

ISO modified intracutaneous study with measurements and Score 1.3
histopathology

Biocompatibility studies

ISO muscle implantation study, 4 week Slight irritant
ISO muscle implantation study, 26 week Slight irritant
ISO muscle implantation study, 52 week Non-irritant

Long term implantation studies in the submucosal area of the rectal wall in dogs were
conducted at the specific request of the FDA. No significant clinical observations were made
during the studies. No major abnormalities were observed at the injection sites. The results
demonstrate that when Solesta is properly implanted in the rectal submucosa, it is durable up
to 12 months and the local tolerance in the perirectal sub-mucosal layer of the rectum is good.
In addition distant migration of Solesta was not identified in the dog study (lymph node, liver
or lung), nor was it witnessed in similar studies conducted in rabbits and rats.

The primary conclusion of all pre-clinical studies is that Solesta is composed of well tolerated
materials without any signs of cytotoxicity, genotoxicity, local or systemic toxicity. The
findings in the biocompatibility studies are typical of implanted materials and do not raise any
safety concerns. Therefore, the preclinical evaluation has demonstrated that Solesta is safe and
biocompatible when injected in the anorectal region of the intestinal submucosa for the
proposed intended use.

6 OVERVIEW OF CLINICAL STUDIES

Clinical data supporting the safety and effectiveness of Solesta are available from three
clinical studies:

1) A pivotal, prospective, multicenter, randomized, Sham-controlled double blind study of 206
patients conducted under an IDE (Pivotal IDE),
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2) A prospective, multicenter, open-label study of 115 patients conducted outside the United
States (OUS Open-Label), and

3) A single center Proof-of-Concept study of 34 patients conducted at one site in Sweden
(Proof-of-Concept).

The Pivotal IDE study also included a cross-over option for patients initially randomized to
Sham. These patients receive open-label treatment with Solesta and provide additional
supporting safety and efficacy data.

The Pivotal IDE study and the OUS Open-Label study were sponsored studies while the
Proof-of-Concept study was an investigator initiated study. In this summary document, an
overview of each of the three clinical studies is provided first, followed by a summary of the
consolidated study data. The overall analysis of the available efficacy and safety data focuses
primarily on the 12-month data from the two sponsored studies because of access to the entire
data sets and identical coding systems for safety information. In addition, safety data to 18-
months from both of these two studies have been included and they confirm the safety of
Solesta treatment.

Taken together, the clinical data provide a reasonable assurance of the safety and effectiveness
of Solesta for the treatment of patients with FI. Table 3 below provides an overview of the
number of patients, the number of treatments and the duration of follow-up included in the
clinical data for this PMA submission. All three studies utilized similar inclusion/exclusion
criteria and all three studies used exactly the same procedure for administering Solesta. The
study designs for the sponsored studies including treatment intervals, treatment doses and
eligibility criteria were selected following the positive outcome from the prior Proof-of-
Concept study.

Table 3 Overview of three clinical studies supporting safety and effectiveness of Solesta.

Study Number of Number of Solesta Duration of
patients treated treatments* observation period

33DA0404 136 249 12 months

Pivotal IDE study — patients (18 months safety)

randomized to Solesta

33DA0404 61 110 6 months

Pivotal IDE study — Sham (12 months safety)

patients who received open-label

Solesta

33DA0605 115 154 12 months

OUS Open-Label Study (18 months safety)

Proof-of-Concept Study 34 53 24 months

Single Investigator Study

Total 346 566

* One re-treatment procedure was allowed in patients with persistent FI 1 month after initial treatment
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All 3 clinical studies in the PMA were conducted in accordance with the Declaration of
Helsinki and its amendments and in compliance with applicable regional and international
regulations and guidelines governing the conduct of clinical trials with medical devices, and
guidelines for Good Clinical Practice. The study protocols and subsequent protocol
amendments were reviewed and approved by local IRBs for all sites and by regulatory
authorities.

7 PIVOTAL IDE STUDY DESIGN AND RESULTS IN DETAIL

“33DA0404: A randomized, subject and evaluator blinded, sham-controlled, multicenter study
to evaluate efficacy and safety of NASHA/Dx for the treatment of fecal incontinence.”

This Pivotal IDE study, representing the main body of clinical evidence in this PMA
submission, is a rigorously designed and executed IDE clinical trial, which reflects the state of
the art for trials of FI treatments as well as the specific recommendations of the FDA review
team.

7.1 Investigational Plan

The study was performed within a clinical setting in 13 sites across the USA (8 sites), the UK
(1), Germany (1) and Sweden (3) in 2 phases (illustrated in Figure 3):

= The first phase was a double-blind (evaluating investigator and patient), 2:1
randomized, parallel-group study comparing efficacy and safety of Solesta (denoted
“NASHA/Dx Fecal” in the study) with Sham

= The second phase was an open-phase extending up to12 months after randomization
for the primary analysis and extending up to 36 months in total for collection of longer
term safety and efficacy data. Eligible patients previously randomized to Sham were
offered open-label treatment with Solesta administered in connection with the 6-month
study visits.

Figure 3 Schematic outline of study design

Months

0 6 12 30 36

Blinded phase Open phase Extension

Solesta 36-month follow-up

Randomization

{ Solesta Open-Label 24-month follow-up

Sham

No treatment
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The primary objective of the study incorporated both efficacy and durability requirements for
Solesta. These requirements were based on: firstly, a comparison of the results from the two
treatment arms at month 6 of the blinded phase of the study, and secondly on the 12-month
results for the patients randomized to Solesta. Additional, longer term data up to 36 months
from randomization to further support effect durability and safety will be collected. This
summary includes safety data through 18 months of follow-up.

Randomization was stratified by region and gender and the study included 206 patients. The
first patient was screened on August 17, 2006 and randomized September 7, 2006. The last 12
month follow-up visit (6 months in the open phase) was performed on November 23, 2009 and
the study database was locked on December 2, 2009 for the 12-month primary analysis
dataset.

7.2 Primary Objective

The primary objective, which was developed with interaction and feedback from the FDA,
consisted of 3 parts which were pre-specified in the study protocol and all had to be fulfilled to
claim success:

1. statistical superiority of Solesta in proportion Responders, (defined as the proportion of
patients achieving at least 50 % reduction in number of incontinence episodes from
baseline) compared to Sham at 6 months,

2. the lower limit of the two-sided 95 % confidence interval for proportion Responders
in the Solesta treatment group at 6 months is larger than 35 %, and

3. the lower limit of the two-sided 95 % confidence interval for proportion Responder;s
(defined as the proportion of patients achieving at least 25 % reduction in number of
incontinence episodes from baseline) in the Solesta treatment group at 12 months is
larger than 50 %.

The primary endpoints (Responder,s and Respondersg) were based on the number of daily FI
episodes recorded in a patient diary during a period of 14 days prior to the visit.
7.3 Secondary Objectives
Supportive secondary objectives during the 6-month blinded phase were to determine:
» the safety of Solesta compared to Sham as measured by adverse events and

= the efficacy of Solesta compared to Sham at 3 and 6 months after last treatment as
measured by diary data (i.e., change from baseline in number of FI episodes and
number of incontinence-free days) and change from baseline in the Cleveland Clinic
Florida Incontinence (CCFIS) score and the disease-specific Fecal Incontinence
Quality of Life Scale (FIQL)

Supportive secondary objectives during the open phase were to determine, separately for each
treatment group:

= the long-term safety of Solesta treatment as measured by adverse events, and
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= the durability of the effect of Solesta treatment as measured by change from baseline in
patient diary data (i.e., number of FI episodes, and number of incontinence-free days),
FIQL and CCFIS.

7.3.1 FIQL

The FIQL assessment is a validated tool that is specifically designed to assess the impact of FI
on a patient’s quality of life . The FIQL instrument is divided into four domains reflecting the
impact of quality of life as it pertains to Lifestyle, Coping/Behavior, Depression/Self
perception and Embarrassment. The FIQL instrument consists of a total of 29 questions. Each
response is assigned a value of 1 to 4, 5 or 6 and overall scores were calculated for each of the
four domains. The more the patient is affected by FI the lower the value. A copy of the
questionnaire is provided in Appendix 3.

7.3.2 CCFIS

The CCFIS is a composite score based on a patient’s recall using standardized questions
regarding incidence and type of incontinence (solid, liquid or gas), pad usage and lifestyle
alterations during the past 3 months. The score ranges from 0 (perfect) to 20 (complete
incontinence). A CCFIS score of 10 or higher was required for eligibility in the study and for
re-treatment. A score of 10 or higher in the CCFIS has been shown to correlate to a significant
poorer quality of life compared to healthy individuals *°. A copy of the questionnaire is
provided in Appendix 4.

7.4 Statistical Design and Sample Size

The statistical analyses including the success criteria for the primary efficacy objective were
developed with interaction and feedback from the FDA prior to study start and were
prospectively defined in the statistical analysis plan (SAP) prior to database lock and
unblinding.

A statistical sample size calculation provided that 200 patients with a 2:1 randomization to
Solesta vs. Sham would lead to a reasonable high probability of success in all three success
criteria for the primary objective (80-90 % power) and also expand the safety database for the
Solesta treatment.

75 Patient Inclusion

The study included 206 patients of both genders 18-75 years of age, with a history of FI for at
least 12 months, a CCFIS at baseline of > 10, and > 4 FI episodes over a 14 day period.
Furthermore, the patients had failed prior conservative treatment.

Patient exclusion criteria included: Incontinence to flatus only; complete external sphincter
disruption; significant mucosal prolapse or transanal mucosal problems or full thickness rectal
prolapse; current anorectal sepsis, tumors, fissures, proctitis, stenosis, grade I'V hemorrhoids,
or significant chronic anorectal pain; active IBD; prior anorectal surgery within 12 months;
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There were 278 patients screened and of these, 206 were randomized into the study — 107
(52 %) US patients and 99 (48 %) European patients. Patient disposition is illustrated in Figure
4.

Figure 4 Disposition of patients

Randomized

n=206
Solesta Sham
n=136 n=70
Withdrawn, n=4 Withdrawn, n=5
»{ Withdrawn consent (2) —p Withdrawn consent (2)
Lost to follow-up (2) Lost to follow-up (3)
A 4 V‘
6 months 6 months _
n=132 n=65 Blinded phase
v v Open phase
Not treated with Treated with
Solesta Solesta
n=4 n=61
Withdrawn, n=3 | Withdrawn, n=1 Withdrawn, n=4
—»| Withdrawn consent (2) Withdrawn consent (1) »{ Withdrawn consent (3)
Lost to follow-up (1) Lost to follow-up (1)
\ 4 A 4 A 4
12 months 12 months 12 months
n=129 n=3 n=57

In total, 96 % of the patients completed the 6-month blinded phase of the study and 92 %,
(including patients with and without open-label treatment) completed the 6-month visit in the
open phase of the study. The reasons for premature study termination included consent
withdrawal (n=10) and patient lost to follow-up (n=7). No deaths occurred in the study and no
patient was withdrawn due to an AE

7.6 Randomization and Blinding

Eligible patients were randomized in a 2:1 ratio to Solesta or Sham according to a centralized
web-based system administered by an independent vendor. The randomization was stratified
by region (i.e., US and Europe) and gender balanced within blocks of consecutive patients
using a fixed block size of six. There was no pre-defined minimum or maximum number of
patients for each gender.
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Blinding of the evaluating investigator was accomplished by using a separate investigator to
administer the treatments. A blinded evaluator performed all efficacy evaluations or
assessments during the blinded phase of the study. The patients were kept blind since the
treatment was performed with the patient in the left lateral or prone position and they were
therefore unable to see the injection procedure. All sponsor personnel remained blinded to the
patients’ treatment allocation until all decisions with respect to the classification of patients for
the various analyses had been taken and the patients’ dataset was locked for the blinded phase
of the study.

7.7 Intervention

Study treatment consisted of injections of four 1 mL injections of Solesta (i.e., 4 mL in total)
or four Sham injections (needle sticks only). The injections were made into the submucosal
layer of the anal canal at 4 positions, approximately 5 mm above the dentate line at the
anorectal junction, through an anoscope. The injection procedure for Sham mimicked the
active treatment procedure as closely as possible. As the Sham syringes were empty, the 4
separate syringes with mounted needles were used to pierce the mucosa without injecting
anything and held in place for a period of time similar to the Solesta injections. The treatment
was administered as an out-patient procedure without anesthesia following a Fleet enema
evacuation of the anal canal. Prophylactic antibiotics were to be used at the investigators’
discretion and were administered to 15 patients at 3 sites in the US. Additional local
antiseptics (Betadine) could also be used at the investigators’ discretion and were administered
at one site. If the patient remained incontinent with a CCFIS score > 10 one month after initial
treatment a re-treatment with Solesta or Sham, respectively, was allowed. The re-treatment
was to be given in the same fashion.

In total, 249 treatments with Solesta in 136 patients and 131 treatments with Sham in 70
patients were given during the blinded phase of the study. Sixty-one (61) of the 70 patients
randomized to Sham were eligible for and received 110 treatments with Solesta in the open
phase of the study. The number of treatments administered during the blinded phase was
similar for both study products with 83 % and 87 % of the Solesta and Sham patient
populations receiving a re-treatment. Likewise, during the open phase of the study the re-
treatment rate for the Solesta open-label group was 80 %.

All but one randomized patient received the correct treatment in the blinded phase of the
study. At the second treatment in the blinded phase, one patient who was randomized to
Solesta erroneously received a Sham treatment instead. The patient did not receive another
treatment with Solesta to compensate for this error. This patient has been analyzed as a Solesta
patient for both safety and ITT efficacy.

7.8 Follow-up Schedule

Patients had follow-up visits scheduled at 1, 3 and 6 months after randomization during the

blinded phase. During the open phase, patients randomized to Solesta had follow-up visits at 9
and 12 months for the primary analysis, and thereafter were to have follow-up visits at 18, 24,
30 and 36 months from last treatment in the blinded phase. Patients randomized to Sham were
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offered open-label treatment at month 6 and thereafter were to have follow-up visits 1, 3, 6,
12, 18 and 24 months after the last open-label treatment.

7.9 Demographics and Baseline Data

Demography and baseline characteristics were largely similar for patients in both treatment
groups and by region. There were no clinically meaningful differences between treatment
groups in any baseline or demographic parameter (Table 4).

Table 4 Pivotal IDE study: Demographics — ITT population

Solesta Sham ALL
(n=136) (n=70) (n=206)
Female n (%) 122 (89.7) 61 (87.1) 183 (88.8)
Male n (%) 14 (10.3) 9 (12.9) 23 (11.2)
Age, years Mean 60.6 59.2 60.1
(range) (32.8-76.0) (29.4-75.9) (29.4-76.0)
Body Mass Index, kg/m’ Mean 27.0 27.2 27.1
(range) (17.2-44.8) (17.4-42.3) (17.2-44.8)
Caucasian n (%) 122 (89.7) 59 (84.3) 181 (87.9)
Non-Caucasian n (%) 14 (10.3) 11 (15.7) 25 (12.1)

As shown in Table 5, approximately, half of the patients had been symptomatic for over 5
years and the most common underlying cause of the condition (seen in 40 % of the patients)
was attributed to obstetric injuries. All patients had tried at least one form of non-invasive
treatment prior to inclusion in the study. Fourteen percent (14 %) of the patients had received
a previous surgical intervention for their condition and 41 % of the study patients had ongoing
urinary incontinence symptoms at baseline.

Table 5 Pivotal IDE study: History of Fecal Incontinence — ITT population

History of fecal incontinence So_lesta _ A_‘LL
(n=136) (n=70) (n=206)

Duration of symptoms (12 months—5 years) | n (%) 65 (47.8) 35 (50.0) 100 (48.5)
Duration of symptoms over 5 years n (%) 71(52.2) 35 (50.7) 106 (51.7)
Obstetric cause n (%) 56 (41.2) 26 (37.1) 82 (39.8)
Neurogenic cause n (%) 27 (19.9) 16 (22.9) 43 (20.9)
latrogenic cause n (%) 30 (22.1) 16 (22.9) 46 (22.3)
Other cause (mostly idiopathic) n (%) 23 (16.9) 12 (17.1) 35(17.0)
Previous anti-diarrheal drug therapy n (%) 82 (60.3) 48 (68.6) 130 (63.1)
Bio-feedback / Sphincter exercise n (%) 82 (60.3) 35 (50.0) 117 (56.8)
Previous other non-surgical therapy* n (%) 129 (94.9) 65 (92.9) 194 (94.2)
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History of fecal incontinence Solesta Sham ALL
(n=136) (n=70) (n=206)
Previous surgery for FI n (%) 21 (15.4) 8(11.4) 29 (14.1)

* Includes: Dietary avoidance, fiber supplementation, and bowel habit training amongst others

Baseline characteristics for the 2 treatment groups are summarized in Table 6. For both
treatment groups at baseline, there was a wide range in number of leakage episodes over the 2-
week diary period. The number of FI episodes ranged up to 172.0 in the Solesta group and up
to 387.0 in the Sham group. Both groups had patients with high baseline numbers of FI
episodes because there was no upper limit to number of FI episodes recorded in the patient
diary at study inclusion.

Table 6 Pivotal IDE study: Baseline characteristics — ITT population

Sham
(n=70)

Solesta

Baseline characteristics, Median [Range] (n=136)

Baseline Patient diary data / 14 days

Number of FI episodes 15.0 (3.5-172.0) 12.5 (4.0-387.0)

Number of incontinence-free days 4.7 (0.0-11.0) 4.2(0.0-11.8)

Baseline CCFIS score (0-20 point scale; 0 = continent, 20 = incontinent)

CCFIS score 14.0 (10.0-20.0) 13.0 (10.0-20.0)

Baseline FIQL score / domain (low score = low QoL)

FIQL — Lifestyle score 2.8 (1.0-4.0) 2.7 (1.1-4.0)
FIQL — Coping/Behavior score 1.7 (1.0-3.8) 1.7 (1.0-4.0)
FIQL — Depression/Self-perception score 2.8 (1.1-4.4) 2.6 (1.0-4.4)
FIQL — Embarrassment score 1.7 (1.0-3.7) 1.7 (1.0-4.0)

7.10

Summary of Efficacy Analysis Plan

The efficacy objectives were chosen to provide clinically meaningful assessment of treatment
response using reduction in FI episodes from baseline (from 14-day patient diary) and impact
of treatment on quality of life (FIQL, CCFIS). The efficacy analyses were divided into two
parts; one that described the blinded phase or the first 6 months following last treatment using
formal comparisons of the two treatment groups, and the other the open phase where longer
term data was presented over time for the Solesta group. The two treatment groups were not
comparable in the open phase because the patients were unblinded at the 6-month follow-up
visit and patients randomized to Sham treatment were offered Solesta treatment.
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7.10.1 Hypothesis

The first two parts of the primary objective were evaluated using a logistic regression model
with treatment, center, gender, and baseline number of FI episodes as covariates. The first part
involved testing a null hypothesis of equal proportions Responders, in both treatment groups,
or equivalently an odds ratio of 1, and was to be rejected if the two-sided p-value of the test
was smaller than or equal to 0.05.

= An odds ratio of 1 indicates that a positive response is equally likely in both groups.

* An odds ratio greater than 1 indicates that a positive response is more likely in the
Solesta group and an odds ratio less than 1 indicates that a positive response is more
likely in the Sham group.

The null hypothesis of the second part was that the proportion Responders in the Solesta
group was equal to 35 % and was to be rejected if the two-sided 95 % confidence interval of
the proportion Respondersy was entirely above 35 %. The third part was evaluated using a
two-sided 95 % confidence interval of proportion Responder,s at 12 months in the Solesta
group based on the normal approximation to the binomial distribution. The null hypothesis of
a proportion Responder,s equal to 50 % was to be rejected if the confidence interval was
entirely above 50 %.

7.10.2 Blinded phase

The pre-specified analyses methods for the dichotomous responder variables, were a logistic
regression model whereas for continuous variables, such as CCFIS and FIQL, an ANCOVA
model was used. Both models used treatment, center, gender and the baseline value of the
analyzed variable as covariates to adjust for baseline differences that exist between the two
treatment groups. Least square means (LSM) estimates were obtained from the models. Apart
from the outcome of these pre-specified statistical models, the study also includes supportive
analyses of observed outcome rather than model estimates.

7.10.3 Open phase

All continuous variables were presented using descriptive statistics by treatment for each visit.
Absolute change and percentage change from baseline was presented descriptively by
treatment and visit together with a p-value of a test of zero change from baseline. Continuous
variables without an upper bound on outcome values (all variables concerning collection of
number of incontinence episodes) were analyzed using a Wilcoxon one-sample test (signed-
rank test). Continuous variables with a limit on minimum and maximum outcome (such as
CCFIS, FIQL, and number of incontinence-free days) were analyzed using a one-sample t-test
(paired t-test). The dichotomous responder variables were presented by visit together with
two-sided 95 % confidence intervals based on the normal approximation to the binomial
distribution.

7.10.4 Handling of missing data

The primary efficacy analysis was calculated for the intent-to-treat (ITT) population which
comprised all 206 patients that were randomized into the study. Methods for imputation of
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missing data were pre-specified in the study protocol and statistical analysis plan. Imputation
of missing data was done using last observation carried forward (LOCF) and the Primary
Imputation Model (PIM). In essence PIM is a mixture of LOCF and baseline carried forward
and imputed all withdrawals as non-responders. PIM was the primary imputation model for
the primary objective while LOCF was the primary model for all other analyses.

7.11 Primary Efficacy Results — Primary objective was achieved

The study achieved the primary objective stated in the study protocol based on the pre-
specified analyses in the statistical analysis plan. As illustrated below, superiority to Sham at 6
months was demonstrated (Figure 5) and treatment efficacy and durability achieved the
predefined levels at 6 and 12 months (Figure 6).

Collectively, all three parts of the primary objective were fulfilled and the study success
criteria were achieved. The results of the primary efficacy analyses are detailed in the sections
below.

Figure 5 Comparison of proportion Figure 6 Solesta — proportion responders at 6
Respondersg at 6 months and 12 months
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* Responders, LCL =40.2 % > 35 %
** Responder,s LCL =61.4 % > 50 %
7.11.1 Primary objective

The first part of the primary objective was a test of the null hypothesis of no difference
between the treatment groups in proportion Responders, at 6 months; i.e., the success criterion
was that the odds ratio (odds for Solesta divided by odds for Sham) was to be greater than 1
with 95 % confidence. The outcome is illustrated in Figure 5 above and shown in Table 7
below. The proportion Respondersy was 53.2 % for the Solesta treatment group and 30.7 % for
the Sham treatment group at 6 months. Since the odds ratio is statistically significantly larger
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than 1 (p=0.004) the first part of the primary objective to show superiority to Sham treatment
was met at 6 months.

Table 7 Primary efficacy: Odds ratio Solesta against Sham at 6 months — ITT
population. PIM.

Treatment n Odds ratio LCL UCL p-value

Difference Solesta-Sham 206 2.56 1.34 4.90 0.004*

* Test of Hy: odds ratio = 1; LCL/UCL = lower and upper confidence limit

The second part of the primary objective was to demonstrate a clinically relevant degree of
efficacy at 6 months post treatment in the Solesta treatment group. The success criterion
required that the lower limit of a two-sided 95 % confidence interval for Responders, was
above 35 %. The outcome is illustrated in Figure 6 above and shown in Table 8 below. Since
the lower limit of the confidence interval for Responders, for the Solesta group (LCL=40.2 %)
was above the pre-defined success criterion of 35 % (p=0.005) the second part of the primary
objective (i.e., to demonstrate adequate efficacy at 6 months post treatment) was met.

Table 8 Primary efficacy: Proportion Solesta Respondersy at 6 months — ITT population.
PIM.

Responders o o i
Treatment n LSM estimate (%) LCL (%) | UCL (%) | p-value
Solesta 136 53.2 40.2 65.8 0.005%*
Sham 70 30.7 19.0 45.6

* Test of Hy: proportion = 35 %; LSM = least square mean; LCL/UCL = lower and upper confidence
limit

The third part of the primary objective was to demonstrate durability of the treatment effect at
12 months post treatment in the Solesta treatment group. The success criterion required that
the lower limit of a two-sided 95 % confidence interval for Responder,s was above 50 %. The
outcome is displayed in Table 9. The Responder;s estimate at 12 months was 69.1 % and since
the lower limit of the confidence interval (LCL=61.4 %) was above 50 % (p-value<0.001), the
third part of the primary objective (i.e., to show adequate efficacy at 12 months post treatment)
was met.

Table 9 Primary efficacy: Observed proportion Responder,s at 12 months — ITT
population. PIM.

Responders o o i
Treatment n point estimate (%) LCL (%) UCL (%) | p-value
Solesta 136 69.1 61.4 76.9 <0.001*

* Test of Hy: proportion = 50 %; LCL/UCL = lower and upper confidence limit
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With this, all three parts of the primary objective were met, demonstrating that Solesta is
effective in the treatment of patients with FI.

7.11.2 Supportive analyses

As a supportive analysis, the proportion Responders, based on change in number of
incontinence episodes from baseline to 12 months in the Solesta group was determined. As
displayed in Table 10 below, the observed proportion Respondersg at 12 months was 57.4 %.
The lower limit of the confidence interval was higher than 35 % (p<0.001), similar to what
was observed at 6 months, which provides further evidence for the durability of a clinically
meaningful treatment effect.

Table 10 Supportive efficacy: Observed proportion Respondersy at 12 months — ITT
population. PIM.

Responders, point o o i
Treatment n estimate (%6) LCL (%) UCL (%) P-value
Solesta 136 57.4 49.0 65.7 <0.001*

* Test of Hy: proportion = 35 %; LCL/UCL = lower and upper confidence limit

The stable long term durability of Solesta in the treatment of FI for up to 12 months post
treatment is further supported by the secondary efficacy analysis of change in number of
incontinence episodes over time as illustrated in Figure 7.

Figure 7 Median number of incontinence episodes and proportion (%) Responders, at
each follow-up time point in the study — Solesta ITT population. LOCF.
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A positive treatment effect measured as decrease in number of incontinence episodes and
proportion Respondersy was observed 3 months after treatment. The treatment effect was seen
to be improved further at 6 months and was durable through month 12. The Solesta group at
baseline had a median of 15.0 incontinence episodes over 14 days which had decreased to 7.2
at 6 months and 6.2 at 12 months (p<0.001 at both time points). A stable proportion
Respondersy was seen during the study; 52.2 % at 6 months and 57.4 % at 12 months.

7.12 Secondary Efficacy Analyses — Provide support to primary efficacy results
7.12.1 Analysis of FI episode data

The secondary analyses included an investigation of the difference in change from baseline in
number of incontinence episodes between the treatment groups. At 6 months from last
treatment, there was a small difference in favor of Solesta in the mean reduction in number of
FI episodes from baseline, see Table 11 below. Both treatment groups however, had a number
of patients who were outliers who affected the estimate of the mean values in each group at
baseline because of high number of FI episodes. For example there were 7 patients (4 patients
in the Solesta and 3 in the Sham group) who had over 100 episodes, during the 14-day diary
period (Note that there was no upper limit for the number of incontinence episodes in the
patient diary for inclusion into the study). Furthermore, these “outlier” patients influence the
pre-specified statistical test for treatment comparison which is based on the difference in mean
change from baseline. Due to the influence of the outliers, the results for the change in FI
episodes are also presented using the median values along with a supportive non-parametric
statistical test for treatment comparison, referred to as Wilcoxon rank-sum test, which is not
sensitive to extreme values, see Table 12, below.

7.12.2 Results of secondary efficacy analyses — Blinded phase

The results of the analyses of the secondary objectives at month 6 in the blinded phase
(primary time point) are summarized in Table 11. The study was not powered to attain
statistical significance when comparing the change from baseline in the secondary variables
between the treatment groups. The secondary objectives in the study were intended only as
supportive to the primary objective. As demonstrated in Table 11, such support was achieved
since the results trended in the same direction as the outcome of the primary analysis (i.e., the
estimated treatment difference showed greater improvement in the Solesta group even if not
statistically significant).
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Table 11 Secondary efficacy: Difference in change from baseline between Solesta and
Sham in blinded phase. Pre-specified analyses of difference — ITT population. LOCF.

Estimate of change

Solesta - Sham from baseline Egtimate of
Variabl difference p-value
ariapble
Solesta Sham (95 % CI)
FI episodes (during 14-day diary period)
: -0.04
£ - -
Number of FI episodes 541 5.37 (-5.05:4.97) 0.988
. . 1.11
- ¥ :
Number of incontinence-free days 3.08 1.96 (0.00:2.22) 0.049
Cleveland Clinic Florida Incontinence Score (CCFIS) (0 = continent; 20 = total incontinence)
CCFIS score* -0.21
-3.06 -2.85 (-1.15:0.72) 0.657
Fecal Incontinence Quality of Life (FIQL) scale (higher score = increased QoL)
. 4 0.25
Coping/Behavior 0.44 0.19 (0.08:0.43) 0.005
. " 0.22
i
Lifestyle 0.33 0.11 (0.04:0.40) 0.014
. . 0.09
Depression/Self perception 0.27 0.18 (-0.08:0.26) 0.287
s 0.16
Embarrassment 0.53 0.38 (-0.05:0.36) 0.132

* Negative value indicate improvement in change from baseline

" Positive value indicate improvement in change from baseline

As discussed in section 7.12.1 above, both treatment groups had a number of outliers that
affected the estimate of the mean change from baseline in number of incontinence episodes in
each group and thereby influenced the pre-specified statistical comparison between the two

treatment-groups based on these mean values. Therefore, the change in number of

incontinence episodes from baseline has also been presented with focus on the observed
median values and has been compared between the treatment groups using a non-parametric
statistical test. The results are displayed in Table 12, below.
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Table 12 Secondary efficacy: Difference in change from baseline between Solesta and
Sham at 6 months in the blinded phase. Supportive analyses of difference — ITT
population. LOCF

Median change from .
Solesta - Sham ; Median ¥
baseline i p-va|ue
Variable difference
Solesta Sham
Number of FI episodes -6.0 -3.0 -3.00 0.090
* Wilcoxon rank-sum test
7.12.3 Results of secondary efficacy analyses — Open phase

The 12-month efficacy analysis for Solesta is a secondary objective in the study aiming to
show durability of the treatment effect. The outcomes from the analyses of the selected
secondary objectives through month 12 in the study (primary time point) are summarized in
Table 13.

A stable long term effect of Solesta in the treatment of FI for up to 12 months post treatment
was demonstrated. As displayed in Table 13 and previously illustrated in Figure 7, a positive
treatment effect measured as decrease in number of incontinence episodes and in proportion
Respondersy was observed 3 months after treatment. The treatment effect was seen to be
improved further at 6 months and was durable through month 12. The Solesta group at
baseline had a median of 15.0 incontinence episodes which had decreased to 6.2 at 12 months
(p<0.001). A stable proportion Respondersy, was seen during the study; 52.2 % at 6 months and
57.4 % at 12 months.

A similar durable effect was observed as an increase in number of incontinence-free days, and
improvement in patient quality of life (FIQL) and CCFIS score. Significant improvement
compared to baseline was observed at both 6 and 12 months in all four domains of the FIQL
evaluation. There was an observed improvement in number of incontinence-free days from
baseline to 3 months and through 12 months; improved from a mean of 4.4 days at baseline to
7.9 at 12 months. Mean CCFIS score decreased from 14.3 at baseline to 10.9 at 12 months.

Table 13 Secondary efficacy: Observed change from baseline in the Solesta group
through month 12 — ITT population. LOCF.

3 months 6 months 9 months 12 months
Variable Estim- Estim- Estim- Estim-
ate p-value ate p-value ate p-value ate p-value

FI episodes (during 14-day diary period)

Absolute change from
baseline

Number of FI episodes,

; -4.8 <0.001 -6.0 <0.001 -6.3 <0.001 -7.0 <0.001
median

Number of incontinence-

2.61 <0.001 3.13 <0.001 3.44 <0.001 3.44 <0.001
free days, mean
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3 months 6 months 9 months 12 months
Variable Estim- Estim- Estim- Estim-
ate p-value ate p-value ate p-value ate p-value
Proportion responders
Responder,s, proportion 57.4 % 66.2 % 65.4 % 69.1 %
Responders,, proportion 44.1 % 522 % 54.4 % 574 %

Cleveland Clinic Florida Incontinence Score (CCFIS) (0 = continent; 20 = total incontinence)

Absolute change from

. -2.59 <0.001 -2.45 <0.001 -3.25 <0.001 -3.47 <0.001
baseline, mean

Fecal Incontinence Quality of Life (FIQL) scale (higher score = increased QoL)

Absolute change from

baseline

Coping/Behavior, mean 0.42 <0.001 0.65 <0.001
Lifestyle, mean 0.29 <0.001 0.45 <0.001
Depression/Self

perception, mean 0.30 <0.001 0.49 <0.001
Embarrassment, mean 0.45 <0.001 0.78 <0.001

* p-value: Test of change from baseline = 0. Test used: Wilcoxon one-sample test (number of episodes), One-
sample t-test (number of incontinence-free days, CCFIS and FIQL)

7.13 Additional Subgroup Efficacy Analyses

In addition to the pre-specified secondary analysis, other subgroup analyses of treatment
efficacy for Solesta have been performed. These subgroup analyses have been based on
gender, ethnicity, primary etiology, baseline Fl-episode frequency, and use of concomitant
anti-diarrheal medication. The outcomes for these analyses, presented in the sections below,
were supportive of the pre-specified analyses.

7.13.1 Subgroup analysis by gender

When comparing outcome in the 23 males versus 183 females, the effect of Solesta treatment
in males showed a tendency to be larger than in females and the Sham effect to be lower (see
Table 14 below). However, the overall proportion Respondersy, when not considering
treatment administered, was similar for both genders (p=0.904; Chi-square test).

Table 14 Proportion Respondersy at 6 months by gender — ITT population. PIM.

Solesta Sham
Gender
n Responders, (%0) n Responders, (%0)
Male 14 64.3 9 11.1
Female 122 50.8 61 32.8
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7.13.2 Subgroup analysis by ethnicity

As displayed in Table 15 below, the results for the Solesta treatment group are consistent in
showing an improvement for Solesta given the expected responder variation due to the lower
number of patients in the non-Caucasian groups. While the result in the Caucasia