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A single-centre randomiséd, partially blind, single dose, crossover
pilot study investigating the use of stopwatches to assess the onset of
action of soothing and cooling of Gaviscon Peppermint liquid, Double
Action Gaviscon liquid, Gaviscon Advance liquid, and a control in
subjects with heartburn following a refluxogenic meal.
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2 SYNOPSIS

Name of Sponsor/ Company: | Individual Trial Table | (For National
Reckitt Benckiser Healthcare (UK) | Referring to Part of the ; Authority use only)
Limited Dossier

Name of Finished Product: Volume:

Gaviscon Peppermint Liquid Sachets
Gaviscon Advance Aniseed Flavour
Gaviscon Double Action Liquid

Name of Active Ingredient(s): Page:
Sodium alginate/calcium
carbonate/sodium
bicarbonate/potassium bicarbonate

Title of Trial: A single-centre randomised, partially blind, single dose, crossover pilot study
investigating the use of stopwatches to assess the onset of action of soothing and cooling of
Gaviscon Peppermint liquid, Double Action Gaviscon liquid, Gaviscon Advance liquid, and a
control in subjects with heartburn following a refluxogenic meal

Investigator(s): Dr PM Dewland, BSc., MA, MBBS, FFPM, DCPSA

Trial Centre(s): Simbec Research Limited, Merthyr Tydfil, CF48 4DR

Publication (reference): None

Studied Period: 1 month Phase of
Development: IV
Date first subject enrolled: 21 Jan 2008

Date last subject completed: 21 Feb 2008

Objectives: The primary objective of this study was to pilot the stopwatch technique for
determining the onset of action of products that provide a perceived soothing effect in the
throat/oesophagus (foodpipe) during heartburn.

The secondary objectives of this study were to evaluate the time to first perceived cooling
effect in the throat/oesophagus {foodpipe); the description of an “instant” benefit from the
product; the ability of the product to make the mouth/throat feel fresher; and the subject's
willingness to use the product again.

Methodology: Potential participants were screened and eligible subjects scheduled to
commence the treatment visits at least 48 hours after screening. Subjects were randomised to
receive each of the 4 treatmenis with a minimum of 2 days and a maximum of 7 days between
doses, On each dosing day, subjects attended the unit in the morning, were provided with a
light breakfast and fasted for four hours. They were then provided with a standardised
refluxcgenic meal (fat content of 60%) and remained supine after consumption. When subjects
experienced heartburn of at least moderate severity on a self-rating scale, they received their
allocated study medication. At dosing, two stopwatches were started and subjects were asked
to stop one of these as soon as they perceived any soothing effect and were asked to stop the
other as soon as they perceived any cooling effect. Five minutes after dosing, subjects were
asked if they would describe any benefit they had felt from the product as “instant”. Thirty
minutes after dosing, subjects were asked if they would be willing to use the product af%ain and
if they had experienced any adverse effects and if their mouth/throat felt any fresher after the
treatment. Stopwatch times were censored at 30 minutes i.e. socthing and cooling times were
recorded as 30 minutes if the relevant stopwatch had not been stopped by 30 minutes after
dosing. Subjects returned for a post study evaluation a minimum of 3 days and a maximum of
7 days after their last treatment visit.

Number of Subjects: Planned: 20
Analysed: 20
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Name of Sponsor/ Company: |Individual Trial Table | (For National
Reckitt Benckiser Healthcare (UK) | Referring to Part of the | Authority use only)
Limited Dossier

Name of Finished Product: Vol .

Gaviscon Peppermint Liguid Sachets Hme:

Gaviscon Advance Aniseed Flavour

Gaviscon Double Action Liquid

Name of Active Ingredient(s): Page:

Sodium alginate/calcium
carbonate/sodium
bicarbonate/potassium bicarbonate

Diagnosis and Main Criteria for Inclusion: Those with self-rated at least moderate heartburn
within 60 minutes following ingestion of a standardised refluxogenic meal at the screening visit.

Age: 2 18 years < 80 years
Sex: Male and female subjects were eligible for entry.

Status: Members of the Simbec Volunteer Panel who stated (self-rated) that they had a
tendency to experience symptoms of heartburn related to reflux, following some meals.

Subjects who gave written informed consent.

Key exclusion criteria:

Those who had experienced any gastrointestinal bleeding within the last 12 months.

Those with difficulty in swallowing.

Those with a history and/or symptom profile suggestive of Zollinger-Ellison syndrome, gastric
carcinoma, previous or current peptic ulcer disease, pernicious anaemia, Barrett's oesophagus
or systemic sclerosis.

Those with known hypophosphataemia or phenylketonuria.

Those with severe constipation or history of colonic stenosis.

Those who had taken any antacids, H; antagonists, motility stimulants/prokinetics or other
medicines for relief of symptoms of acid reflux disease within the previous 24 hours prior to
screening.

Those who had taken proton pump inhibitors within the previous 48 hours prior to screening.

Those who were receiving treatment for their upper gastrointestinal problems or gastro-
oesophageal reflux disease from their GP.

Test Product: Product A: Gaviscon Peppermint liquid in sachets, containing 500mg sodium
alginate, 267mg sodium bicarbonate, and 160 mg calcium carbonate per 10ml dose, 10ml
suspension in sachet, NL 15334. 10ml administered orally, batch no. 732491

Product B: Gaviscon Advance Aniseed Flavour, containing 1000mg sodium alginate and
200mg potassium bicarbonate per 10ml dose, 300 ml suspension in bottle, PL 00063/0097.
10ml administered orally, batch no. 728581

Product C: Gaviscon Double Action Liquid, containing 500mg sodium alginate 213mg sodium
bicarbonate, and 325mg calcium carbonate per 10m! dose, 300ml suspension in bottle, PL
00063/0156. 10ml administered orally, batch no. 716481

Duration of Treatment: Single dose of each treatment

Reference Therapy: Product D: Control, containing 50.10mg lactose, 30.00mg mannitol,
156.00mg maize starch, 2.00mg povidone K30, 1.48mg citric acid anhydrous granular, 0.75mg
magnesium stearate, and 0.67mg sodium citrate per 100mg tablet. One tablet administered
sublingually, batch no. 397280

Page 4 of 48
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Name of Sponsor/ Company: | Individual Trial  Table | (For National
Reckitt Benckiser Healthcare (LK) | Referring to Part of the | Authority use only)
Limited Dossier
Name of Finished Product: Volume:

Gaviscon Peppermint Liquid Sachets
Gaviscon Advance Aniseed Flavour
Gaviscon Double Action Liquid

Name of Active Ingredient(s): Page:
Sadium alginate/calcium
carhonate/sodium
bicarbonate/potassium bicarbonate

Criteria for Evaluation:

Efficacy: The primary efficacy endpoint was the time to first perceived soothing effect in the
throat/oesophagus {foodpipe) using a stopwatch. The secondary efficacy endpoints were:

s Time fo Iert perceived cooling effect in the throat/oesophagus (foodpipe) using a
stopwatc

* Would you describe any benefit you felt from this product as “instant” {yes/no)?

¢ Did the preduct make your mouth/throat feel fresher (yes/no)?

¢ Willingness to use the product to treat heartburn again (yes/no)

Safety: Safety was assessed in terms of the overall proportion of subjects with adverse events.
Adverse events were recorded in the CRF by the Investigator or designee after asking subjects
"Have you had any symptoms or complaints since your last visit?" at the beginning of each
treatment visit before dosing and at the post study visit. At 30 minutes after dosing, they were
asked if they had experienced any symptoms or complaints since they were last asked.
Spontaneously reported adverse events were also recorded. Vital signs were monitored.

Statistical Methods: No formal statistical comparisons were made. The time to first perceived
soothing effect was summarised by treatment using the number of subjects assessed, the
number of subjects with censored and uncensored data and either the mean standard
deviation, minimum, median and maximum (if all subjects provide uncensored data) or the
median and minimum {when censocred data were reported). Where there were no censored
observations an upper one-sided 95% confidence limit for the mean time to first perceived
soothing effect was computed.

The number and percentage of subjects who had a time to first perceived soothing effect of no
more than 5 seconds were summarised by treatment. The lower one-sided 95% confidence
limit for the percentage of subjects who had a time to first perceived soothing effect of no more
than § seconds was computed using exact methods and summarised by treatment.

The secondary endpoint amount of time to first perceived cooling effect in the
throat/oesophagus (assessed using a stopwatch) was summarised using the same methods as
for time to perceived soothing effect.

The three remaining parameters 1) “instant” benefit 2) mouth/throat freshness and 3)
willingness to use product to ireat heartburn were summarised by treatment using a frequency
distribution. For each parameter the lower one-sided 95% confidence limit for the percentage
of subjects who gave a positive response was computed using exact methods and summarised
by treatment.

Descriptive statistics {n, mean, standard deviation, minimum, median and maximum) were
calculated for vital signs parameters at pre-study and post-study and for the continuous
variables age, height, weight and BMI by gender and overall. Additionally, the incidence of
treatment emergent adverse events was compared between treatment groups using a Chi-
Square test for all adverse events by preferred term, for adverse events classified by the
investigator as definitely/probably/possibly related to study medication and also for severe
adverse events.

Page § of 48
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Name of Sponsor/ Company: |Individual Trial Table | (For National
Reckitt Benckiser Healthcare (UK) | Referring to Part of the | Authority use only)
Limited Dossier
Name of Finished Product: Volume:

Gaviscon Peppermint Liquid Sachets
Gaviscon Advance Aniseed Flavour
Gaviscon Double Action Liquid

Name of Active Ingredient(s): Page:
Sodium alginate/calcium
carbonate/sodium
hicarbonate/potassium bicarbonate

SUMMARY & CONCLUSIONS

EFFICACY RESULTS: The median times to first perceived soothing effect were 1.37 minutes
for Gaviscon formulation A, 1.34 minutes for Gaviscon formulation B and 1.17 minutes for
Gaviscon formulation C. No subject times were censored in any of these three treatment
groups. In contrast, the ne%ative control which was a sublingual tablet, had a median time to
first perceived soothing effect of 30 minutes and 16 subjects had times censcred at 30
minutes. No subject perceived a soothing effect within 5 seconds of dosing with any treatment.

The median times to first perceived cooling effect were 0.57 minutes for Gaviscon formulation
A, 1.03 minutes for Gaviscon formulation B and 0.45 minutes for Gaviscon formulation C. No
subject times were censored for formulation A, while three times and one time were censored
for formulations B and C respectively. The negative control group had a median time of 30
minutes and 17 subjects had times censored at 30 minutes. No subject perceived a cooling
effect within 5 seconds of dosing with any treatment.

With the subjective assessments, for Gaviscon formulations A, B and C, 60% (lower 95% CL
39.4%), 65% (lower 95% CL 44.2%) and 70% (lower 95% CL 49.2%) of subjects respectively
said they would describe any benefits they had felt from the product as “instant”, compared to
none for the negative control. Similarly in the Gaviscon groups A, B and C, 70%, 60% and
75% said their mouth/throat felt fresher and 80%, 65% and 90% of subjects respectively said
they would be willing to use the product again, while none of the negative control group
reported their mouth/throat felt fresher and none were willing to use that product again.

SAFETY RESULTS: Six subjects reported a total of 12 treatment emergent adverse events. All
events resolved with no sequelae. Nine were mild, two were moderate and one (constipation)
was classed as severe. Nine events were categorised by the Investigator as not related or as
unlikely to be related to treatment. Three events {(constipation, headache and nausea) were
classed as possibly related to treatment. There were no serious adverse events and there were
no clinically significant changes in vital signs.

CONCLUSION: The negative control performed as expected using the stopwatch
methodology. In absolute terms, cooling benefits associated with the three Gaviscon
formulations were perceived more quickly than soothing benefits. Using the objective
stopwatch methodology, no subject experienced an “instant” sensorial benefit, where “instant”
was predefined as being within 5 seconds. Using questioning, more than half of the subjects in
each Gaviscon group felt they experienced “instant” benefits when “instant” was left to each
subject to define. Future studies need to consider blinding, the real likelihood of any placebo
benefit and whether objective or subjective methodology is more likely to provide the required
claims support. This study did provide data on which future sample sizes for both approaches
can be based. All three Gaviscon liquid formulations were well tolerated.

Date of the report: 11 July 2008
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16 APPENDICES

16.1 STUDY INFORMATION

16.1.1 Proto

col and protocol amendments

16.1.2 Sample case report form (unique pages only)

16.1.3 List of IECs or IRBs

16.1.4 Lista
study

nd description of investigators and other important participants in the

16.1.5 Signature of principal investigator

16.1.6  Listing of subjects receiving test drug(s) from specific batches, where

more

than one batch was used

All subjects in this study received study medication from one batch, so this
appendix is not present.

16.1.7 Randomisation scheme and codes (subject identification and treatment
assigned)

16.1.8  Audit

certificates

16.1.9 Documentation of statistical methods

16.1.10 Documentation of inter-laboratory standardisation methods and Quality
assurance procedures if used

Multiple laboratories were not used for analyses in this study, so this
appendix is not present.
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16.1.11

16.1.12

16.2

16.2.1

16.2.2

16.2.3

16.2.4

16.2.5

16.2.6

16.2.7

16.2.8

16.3
16.3.1

16.3.2

16.4

Publications based on the study

None of the data from this study has been published, so this appendix is not
present.

Important publications referenced in the report

None of the publications referenced in the report is appended.
SUBJECT DATA LISTINGS

Discontinued Subjects

No subjects discontinued the study, so this appendix is not present.
Protocol Deviations

There were no protocol deviations in this study, so this appendix is not
present.

Subjects excluded from the analyses

Demographic data

Compliance and/or drug concentration data.

Individual efficacy response data.

Adverse event listings (each subject)

Listing of individual laboratory measurements by subject

CASE REPORT FORMS

CRFs for deaths, other serious adverse events and withdrawals for adverse
events.

No subjects died, experienced other serious adverse events or withdrew
because of adverse events, so no CRFs are appended.

Other CRFs submitted — no other CRFs are appended
INDIVIDUAL SUBJECT DATA LISTINGS (US ARCHIVAL LISTINGS)

The information required for this Appendix is not applicable for this study. [t
will be provided as a report addendum if required by a regulatory authority.
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4 LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

Abbreviation  Abbreviation in Full

AE Adverse Event
ANOVA Analysis of Variance
CFR Code of Federal Regulations
CRF Case Report Form
cv Curriculum Vitae
EC Ethics Committee
ECG Electrocardiogram
EU European Union
FDA Food and Drug Administration
GCP Good Clinical Practice
Ha Mercury
HIV Human Immunodeficiency Virus
ICH International Conference on Harmonisation
IEC Independent Ethics Committee
IMSU Investigational Material Supply Unit
ITT Intention to Treat
IRB Institutional Review Board
kg kilogram
LLREC Local research ethics commitiee
m metre
mg milligram
ml millilitre
QTC Over the Counter
PAGB The Proprietary Association of Great Britain
RB Reckitt Benckiser
SAE Serious Adverse Event
Sbv Saource Data Verification
Page 13 of 48
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5 ETHICS
5.1 Independent Ethics Committee (IEC) or Institutional Review
Board (IRB)

The name and full address of the single IEC consulted is provided in Appendix
16.1.3.

The study protocol together with subject information and consent documents were
reviewed and approved by South East Wales Local Research Ethics Committee
(LREC) on 20 December 2007.

52 Ethical Conduct of the Study

This study was conducted in accordance with the Declaration of Helsinki (South
Africa, 1996), as referenced in EU Directive 2001/20/EC. It complied with
International Conference on Harmonisation (ICH) Good Clinical Practice (GCP) and
applicable regulatory requirements.

5.3 Subject Information and Consent

Copies of a representative subject information sheet and a blank consent form are
provided in Appendix 16.1.3.

Before entering the study, the investigator or designated physician explained the
nature of the study, its purpose, procedures, expected duration and potential risks to
the subjects. Subjects who were considered by the investigator to be suitable for
entry into the study were given the opportunity to read the subject information sheet
and consent form, and to ask questions. If they were happy with, and understood the
information, they were asked to sign the consent form. The investigator also signed
the form. The subject was given a copy of the information sheet and signed consent
form. No protocol-related procedures were performed prior to the subject signing the
consent form.

6 INVESTIGATORS AND STUDY ADMINISTRATIVE
STRUCTURE

Appendix 16.1.4 contains a table listing the names and affiliations of the individuals
whose participation materially affected the conduct of the study, together with their
roles. The curriculum vitae (CV) of the principal investigator is also included in the
Appendix.

The study was carried out at Simbec Research Limited under the guidance of the
Principal Investigator, Dr P Dewland. Some study-related activities were delegated to
suitably qualified Simbec personnel. Analyses of clinical laboratory samples were
performed by the Bioanalytical Unit and statistical analysis was performed by the
Statistical Analysis Group at Simbec Research Ltd.
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The study drug supplies were packed and shipped to Simbec Research Ltd by the
Investigational Material Supplies Unit (IMSU), Reckitt Benckiser Healthcare UK Ltd,
Dansom Lane, Hull, HU8 7DS. Study project management tasks and monitoring were
conducted by Dr K Sarratt, Clinical Project Manager, RB. The writing of the clinical
study report was contracted to Insight Clinical Consulting Ltd. RB was responsible for
the expedited reporting of any serious adverse events occurring during the study, to
the relevant Regulatory Authorities.

7 INTRODUCTION

Gaviscon is an alginate-based reflux suppressant that offers relief to those that suffer
from heartburn symptoms. It comes in a number of over the counter (OTC) and
prescribable presentations/formulations to offer consumer choice of flavours and
dosing formats. A key claim for the brand is based on consumer perception of the
product being able to deliver an “instantly soothing” effect. To date, this wording has
been supported by market research data. Reckitt Benckiser Healthcare UK wished
to strengthen the basis for the “instantly soothing” claim in order to meet the more
stringent regulatory requirements for licensed medicinal products. As per the advice
of the Proprietary Association of Great Britain {PAGB), “instanily” was defined as
within five seconds.

To support this claim, it was considered necessary to assess speed of onset in a
prospective, randomised, sensorial based clinical study. Such a design holds
scientific and medical credibility by helping to control variation and bias, and
generates data of an appropriate standard for claims substantiation. The study was
partially blinded as the control and Gaviscon treatments differed in physical form
(sublingual tablet and liquid respectively).

A methodology using stopwatches to assess onset of action has been described in
migraine and in post operative dental pain.® The current study adopted this
technique to assess the consumer perceived onset of two attributes (soothing and
cooling) of Gaviscon. However, as the methodology had not been used in this
indication previously, it was considered appropriate fo conduct a pilot study to
determine if the methodology was likely to be helpful in supporting the required claim
and to provide a basis for sample size calculation for future studies.

A control that was not expected to have any effect, (in this case a sublingual tablet)
was included in this study on an open label basis to show the validity of the
methodology. By using such a control it was planned to show that an oral product
that is not swallowed would not produce a soothing or cooling effect. The choice of a
sublingual tablet as a control was appropriate for this study because it was envisaged
that an oral placebo or any type of oral product of any description that could readily
enter the oesophagus through the mouth may have imparted some kind of soothing
or cooling effect.

The population studied was a sample of the community based population who had
the tendency to suffer from heartburn symptoms following some meals and had
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access to OTC medications like Gaviscon. In this sensorial based study, the
subjects were provided with a refluxogenic meal to induce the symptoms of
heartburn. The active study treatments were administered by a member of Simbec
staff, at a 10ml dose and by an oral route as specified in the product licence, once
the subjects had indicated that they were experiencing heartburn of at least moderate
severity on a 4 point categorical self-rating scale of none, mild, moderate, or severe.
The control treatment was also administered by a member of Simbec staff who
provided each subject with one tablet to be placed under the tongue.

8 STUDY OBJECTIVES

The primary objective of this study was to pilot the stopwatch technique for
determining the onset of action of products that provide a perceived soothing effect in
the throat/oesophagus (foodpipe) during heartburn.

The secondary objectives of this study were to evaluate the time to first perceived
cooling effect in the throat/oesophagus (foodpipe); the description of an “instant”
benefit from the product; the ability of the product to make the mouth/throat feel
fresher; and the subject’s willingness to use the product again.

9 INVESTIGATIONAL PLAN

9.1 Overall Study Design and Plan ~ Description

The study protocol is included as Appendix 16.1.1. The case report form (CRF) is
included as Appendix 16.1.2.

This was a single-centre, randomised, partially blind, single dose, crossover pilot
study in subjects who displayed symptoms of heartburn following a refluxogenic
meal.

The subject population studied were community subjects who experienced post
prandial heartburn, but who were otherwise reasonably healthy. Twenty subjects
were included in the study. There were two prescreening visits, the second of which
took place at least 48 hours after the first and selected out those who did not
experience moderate heartburn after a standardised refluxogenic meal containing
60% fat. Those who did experience moderate heartburn were then invited to attend
four treatment visits and one post study visit. Each treatment visit required
attendance at the Unit at 8.00am. Subjects were screened for presence of ethanol
and drugs of abuse and female subjects were pregnancy tested. Subjects then
received a light breakfast and were fasted for at least four hours. They were then
provided with a standardised refluxogenic meal containing 60% fat and asked to
remain supine. When they experienced heartburn of at least moderate severity on
the self-rating scale, they were dosed in a sitting position with their allocated study
medication for that visit.
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Allocation of treatments to visits was based on a Latin Square design using four
allocation schemes i.e. four different schedules for allocating treatments to visits.
The assignment of the allocation schemes to the subject was randomised by the RB
Statistician according to a computer-generated randomisation schedule. The
randomisation schedule was checked by a statistician not involved in the analysis of
the study. On entry to the study, subjects were allocated a unique subject number in
numerical sequence. Study treatments were allocated at each study visit according
to the allocation sequence assigned to the subject number.

Treatments studied were:

Product A: Gaviscon Peppermint liquid in sachetis, containing 500mg sodium
alginate, 267mg sodium bicarbonate, and 160 mg calcium carbonate per 10ml dose,
10ml suspension in sachet, NL 156334, Batch No. 732491, expiry date 28 February
2009.

Product B: Gaviscon Advance Aniseed Flavour, containing 1000mg sodium
alginate and 200mg potassium bicarbonate per 10ml dose, 300 ml suspension in
bottle, PL 00063/0097, Batch No. 728581, expiry date 28 February 2009.

Product C: Gaviscon Double Action Liquid, containing 500mg sodium alginate
213mg sodium bicarbonate, and 325mg calcium carbonate per 10ml dose, 300ml
suspension in bottle, PL 00063/0156, Batch No. 716481, expiry date 28 February
2009.

Product D:  Control, containing 50.10mg lactese, 30.00mg mannitol, 15.00 mg
maize starch, 2.00mg povidone K30, 1.48mg citric acid anhydrous granular, 0.75mg
magnesium stearate, and 0.67mg sodium citrate per 100mg tablet, Batch No:
397280, expiry date 28 February 2009.

Subjects who did not experience heartburn of at least moderate severity within 60
minutes of completing their meal were not dosed on that treatment visit. A washout
period of at least 2 and no more than 7 days was required between each of the
treatment visits. The post study visit took place between 3 and 7 days after the last
treatment visit.

Subjects were provided with two stopwatches, which were started by the study staff
at the time the subject was dosed. One of these was used to record the time to first
perceived soothing effect in the throat/oesophagus (foodpipe), and the other to
record the time to first perceived cooling effect in the throat/oesophagus (foodpipe).
Subjects were instructed (before treatment was administered) to stop the soothing
effect stopwatch when they first perceived any soothing effect and to stop the cooling
effect stopwatch when they first perceived a cooling effect. The treatment study
period was 30 minutes. Subjects were asked 5 minutes into the treatment study
period if they felt an “instant” benefit from the product. At the end of the treatment
study period, subjects were asked whether or not they would be willing to use the
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product again, if they experienced any adverse effects, and if their mouth/throat felt
fresher after the treatment.

9.2 Discussion of Study Design, Including the Choice of
Control Groups

This was a pilot study to investigate the use of a stopwatch technique to determine
the speed of onset of action of three formulations of Gaviscon in the treatment of
moderate, self-rated heartburn. A negative control was chosen which was highly
unlikely to have any effect whatsoever on heartburn as it was an inactive, sublingual
tablet. Each formulation of Gaviscon was in liquid form, hence complete blinding of
the study was not achieved. It could be considered that this might have brought
unacceptable bias to the study. However, the objective of determining speed of onset
of action was to help support medicinal (marketing) claims. In making such claims
about speed, it is the absolute time that a product takes to have a perceptible effect
that is important, not a relative time compared to placebo. Hence any bias brought by
the open nature of the control was unlikely to be critical in claiming an “instant” effect.
It was considered more important in this study to be able to show some
discriminatory ability of the stopwatch methodology in this indication.

The use of a crossover design enabled each subject to act as their own control and
so minimised variability in that respect. Other measures taken to control bias and
variability included the use of standardised meals, standardised fluid intake,
standardised study procedures, adequate washout periods between treatments,
control of posture, limitations on allowed concomitant medications and exclusion of
those with other diseases or a serious condition associated with their heartburn. The
overall study duration was short and there were at least 2 but no more than 7 days
between treatments, so the likelihood of a carryover effect was low. The dose of each
active treatment studied was the dose currently licensed OTC in the United Kingdom
and elsewhere. Therefore any differences seen would reflect attributes of the
products currently used at appropriate doses, not attributes associated with
unlicensed doses.

9.3 Selection of Study Population

Subjects were recruited from the Simbec database of volunteers who responded to
direct advertising for the study. The advertising made it clear that a response to the
advert was voluntary as was participation in the study. The advert also specified that
subjects should suffer from heartburn following meals.

9.3.1 Inclusion Criteria
Only subjects to whom all of the following conditions apply were to be included:
1)  Age: = 18 years < 80 years

2) Sex: Male and female subjects were eligible for entry.
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3)

4)

o)

9.3.2

Status: Members of the Simbec Volunteer Panel who stated (self-rated) that
they had a tendency to experience symptoms of heartburn related to reflux,
following some meals.

Primary diagnosis: Those with self-rated at least moderate heartburn within 60
minutes following ingestion of a standardised refluxogenic meal at the
screening visit.

Subjects who gave written informed consent.

Exclusion Criteria

Subjects to whom any of the following conditions applied were excluded:

1)
2)

3)
4)

5)
6)
7)
8)
9)
10)
11)
12)
13)

14)
15)

Those who suffered a recent, significant unexplained weight loss of 6-7kg in
the last 6 months.

Those who experienced any gastrointestinal bleeding within the last 12 months.
Those with difficulty in swallowing.

Those with a history andfor symptom profile suggestive of Zollinger-Ellison
syndrome, gastric carcinoma, previous or current peptic ulcer disease,
pernicious anaemia, Barrett’s oesophagus or systemic sclerosis.

Those with known hypophosphataemia or phenylketonuria.

Those with severe constipation or history of colonic stenosis.

Those who had taken any antacids, H. antagonists, motility
stimulants/prokinetics or other medicines for relief of symptoms of acid reflux
disease within the previous 24 hours prior to screening.

Those who had taken proton pump inhibitors within the previous 48 hours prior
to screening.

Those with a history of drug, solvent or alcohol abuse.

Those with any previous history of allergy or known intolerance to any of the
study drugs or following formulation constituents, sodium alginate or potassium
bicarbonate.

Those receiving treatment for their upper gastrointestinal problems or gastro-
oesophageal reflux disease from their GP.

Those unable in the opinion of the Investigator to comply fully with the study
requirements.

Those who were currently participating in a clinical study or who had
participated in any other clinical study within the last 30 days.

Those who had previously participated in this randomised study.

Woman of childbearing potential, who were pregnant or lactating, seeking
pregnancy or failing to take adequate contraceptive precautions, (i.e. an oral or
injectable contraceptive, an approved hormonal implant or topical patch, an
intrauterine device, abstinence [were the subject to become sexually active,
she was to agree to use a double barrier method] or condoms/diaphragm and
spermicide). A woman of childbearing potential was defined as any female who
was less than 2 years post-menopausal or had not undergone an hysterectomy
or surgical sterilisation, e.g. bilateral tubal ligation, bilateral ovariectomy
(oophorectomy).
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16) Those who were on steroids or non-steroidal anti-inflammatory drugs.
17) Those who were diabetic.

9.3.3 Removal of Subjects from Therapy or Assessment

The Investigatbr could withdraw a subject from the study at any time. Reasons for
removing a subject from the study included but were not limited to:

* adverse events that in the judgement of the Investigator may have caused
severe or permanent harm (significant clinical deterioration was an adverse
event)

o violation of the study protocol
+ in the Investigator's judgement, it was in the subject’s best interest
o subject declined further study participation

The primary reason for withdrawal was documented as one of the following: adverse
events; lack of efficacy; lost to follow-up; protocol violation; death or other. The
Investigator was to make reasonable attempts to contact subjects who were lost to
follow-up - a minimum of two documented telephone calls or a letter was considered
reasonable.

If a subject was withdrawn prematurely from the study, the following assessments
were to be carried out:

Vital Signs

o blood pressure (after sitting for 5 minutes; mmHg)

o heart rate (radial pulse counted for 30 seconds after resting for 5
minutes; beats/minute)

o oral temperature (°C).

Physical examination

Review of concomitant medication

Review of adverse events

9.4 Treatments

9.4.1 Treatments Administered

The following medication was supplied:
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Product A: Gaviscon Peppermint liquid in sachets, containing 500mg sodium
alginate, 267mg sodium bicarbonate, and 160 mg calcium carbonate per 10mi dose,
10ml suspension in sachet, NL 15334, Batch No. 732491, expiry date 28 February
2009.

Product B: Gaviscon Advance Aniseed Flavour, containing 1000mg sodium
alginate and 200mg potassium bicarbonate per 10ml dose, 300 ml suspension in
bottle, PL 00063/0097, Batch No. 728581, expiry date 28 February 2009.

Product C: Gaviscon Double Action Liquid, containing 500mg sodium alginate
213mg sodium bicarbonate, and 325mg calcium carbonate per 10ml dose, 300ml
suspension in bottle, PL 00063/0156, Batch No.716481, expiry date 28 February
2009.

Product D:  Control, containing 50.10mg lactose, 30.00mg mannitol, 15.00 mg
maize starch, 2.00mg povidone K30, 1.48mg citric acid anhydrous granular, 0.75mg
magnesium stearate, and 0.67mg sodium citrate per 100mg tablet, Batch No:
397280, expiry date 28 February 2009.

A volume of 10ml of products A, B and C was administered orally on a single
occasion for each product. One tablet of product D was administered sublingually on
a single occasion.

In addition to the above, Maalox suspension, commercial formulation, containing
dried aluminium hydroxide gel 220mg and magnesium hydroxide 195mg in 5ml, PL
00050/5002R, batch no. 074, expiry date 31 October 2009 was supplied by Simbec
and a single dose of 10ml administered orally to those subjects who required
symptomatic relief after experiencing heartburn during prestudy screening visit 2.

9.4.2 Identity of Investigational Product(s)

All drug supplies apart from the Maalox suspension were packed and labelled to
GMP standards by the Investigational Material Supply Unit (IMSU), Reckitt Benckiser
Healthcare UK Ltd, Dansom Lane, Hult HU8 7DS, UK. Market packs of products A,
B and C were used. The Gaviscon liquid products were supplied as blinded and the
control as open label. They were shipped directly from the IMSU to Simbec
Research.

9.4.3 Method of Assigning Subjects to Treatment Groups

A detailed description of the randomisation method, including how it was executed, is
presented in Appendix 16.1.7.

Each subject received each of the four study treatments over the course of the four
study visits. Allocation of treatments to visits was based on a Latin Square design
using four allocation schemes i.e. four different schedules for allocating treatments to
visits. The assignment of the allocation schemes to the subject was randomised by
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the RB Statistician according to a computer-generated randomisation schedule. The
randomisation schedule was checked by a statistician not involved in the analysis of
the study. On entry to the study, subjects were allocated a unique subject number in
numerical sequence. Study treatments were allocated at each study visit according
to the allocation sequence assigned to the subject number.

9.44 Selection of Doses in the Study

This was a single dose study, each treatment being given once at a treatment visit.
All products were administered orally. The doses used were those currently approved
in the UK for non-prescription Gaviscon.

9.45 Selection of Timing of Dose for Each Subject

Each subject was dosed according to the randomisation list. Drug was administered
by Simbec staff when the subject indicated that they were experiencing at least
moderate heartburn after their refluxogenic meal. The refluxcgenic meal was
provided at approximately 13.00. Dosing occurred within 60 minutes after the meal. If
a subject did not experience at least moderate heartburn within that time they were
not dosed.

9.4.6 Blinding

In order to maintain the partial blinding of the study, the Gaviscon freatments (Test
products A, B and C) had a blocked-out label, and were labelled only with the blinded
treatment codes X, Y and Z. The RB IMSU held the master code for the allocation of
codes X, Y and Z to Test products A, B and C. The randomised treatment allocation
schedule was an open list and was prepared using the blinded treatment codes X, Y
and Z (and D for the control). At each visit the Investigator dispensed the treatment
allocated for the subjectivisit by reference to the randomisation list.

9.4.7 Prior and Concomitant Therapy

Concomitant therapies were defined as prescribed medications, physical therapy,
and over-the-counter preparations, including herbal preparations licensed for
medicinal use, other than study medication and supplementary medication that the
subject received during the course of the study.

The Investigator recorded any medications given in treatment of adverse events on
the concomitant medication page in the subject’s case report form. Any medication
taken by the subject during the course of the study was also recorded on this form.
Any changes in concomitant therapy during the study were documented, including
cessation of therapy, initiation of therapy and dose changes.

The use of the following treatments was not permitted:
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» Antacids, H; antagonists, motility stimulants or other medicines for relief of
symptoms of acid reflux disease 24 hours prior to enrolment in the study or
during the study

e Proton pump inhibitors 48 hours prior to enrolment into the study or during
the study

Subjects who used these therapies during the study were to be withdrawn from the
study.

No drinking or eating was allowed other than what was provided by Simbec during
the treatment visits. No alcohol was allowed from 48 hours prior to the treatment
visits. Smoking was not allowed during the treatment visits.

9.4.8 Treatment Compliance

Simbec personnel (Physician or appropriately trained staff) administered 10ml of
each liquid treatment to the subject using a spoon. Any subjects who did not comply
with this form of administration were withdrawn from the study. Subjects were
observed on each dosing occasion.

9.5 Efficacy and Safety Variables

9.5.1 Efficacy and Safety Measurements Assessed and Flowchart

The efficacy and safety assessments are summarised in Table 9.5.1.

Page 23 of 48
Version 1.1 07Mar08



Study No: GAQ706 Final Report 11 July 2008

Table 9.5.1 Flowchart of Study Procedures
Study Period Pre-study Treatment Visit Post Study
Screening Visit (3-7 days
after visit 4)
Visit 1 Visit2 | Treatment1 | Treatment2 | Treatment3 | Treatment 4
Day 1 Day 2 Day 3 Day 4
Medical History X X
Concornitant Medication X X
Vital Signs (inc 12 lead ECG) X X
Physical Examination X X
Haematology X
Biochemistry X
Serum pregnancy test X
(females only)
Urinalysis X
Drugs of abuse test X X X X X
Onset of first perceived
soothing (by stopwatch) X X X X
Ons?.t of first perceived X X X X
cooling (by stopwatch)
Mouth/throat freshness
Instant Benefit X
Willingness to use product X X X X
again
Adverse Events x X X X X

All assessments were conducted by the Investigator or a delegated individual
qualified by education and experience to perform the delegated task(s), or where
patients completed the assessments they were supervised by the Investigator or

delegated individual.

Medical History & Current Medical Status: A medical history was taken at
prestudy screening visit 1 and the subject’s current status as having self rated
moderate heartburn confirmed at prestudy screening visit 2. Smoking, alcohol and
Drugs of Abuse History and Use were collected at screening as specified in the

protocol.
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Demographics: Sex, date of birth, race (categorised as Caucasian, Asian,
Afro-Caribbean, Other), height (m), weight (kg) and body mass index (kg/m% were
collected at prestudy screening visit 1.

Concomitant Medication (and history at pre-study): At the first screening visit the
medication and therapy history of the subjects was recorded along with current
medication usage and concomitant therapy in the previous 2 days. At study treatment
visits, any unscheduled visits and at the post-study visit, subjects were asked about
any concomitant medication used since the previous visit.

Vital signs (inc 12-lead ECG): Blood pressure (five minutes sitting, mm Hg), 12 lead
ECG, heart rate (beats/minute) and oral temperature (°C) were assessed at prestudy
screening visit 1 and at the post-study visit.

Physical Examination: A standard physical examination was conducted at prestudy
screening visit 1 and the post-study visit. Clinically significant findings were
documented in the CRF.

Haematology: The following were assessed from blood samples obtained at
prestudy screening visit 1: Haemoglobin (g/dL), Red cells (10'%/L), Haemotocrit (ratio
L/L), Mean cell volume (fl), Mean cell haemoglobin (pg), Mean cell haemoglobin
concentration (g/L), White cells (10%/L), Platelets (10°/L), Differential white cell count
(10%/L), neutrophils, lymphocytes, monocytes, basophils and eosinophils.

Biochemistry: The following were assessed from blood samples obtained at
prestudy screening visit 1. sodium (mmol/L), potassium (mmol/L), urea (mmol/L),
creatinine (umol/l), uric acid (mmol/L), glucose (mmol/L), calcium (mmol/L},
inorganic phosphorus (mmol/L) total bilirubin (umol/L), alkaline phosphatase (ALP,
IU/L), alanine transaminase (ALT, IU/L), aspartate transaminase (AST, IU/L), gamma
glutamyl transferase (GGT, IU/L), a-hydroxybutyrate dehydrogenase (HBD, U/L),
creatine kinase (IU/L), total protein (g/L), albumin {(g/L), cholesterol (mmol/L},
triglycerides (mmol/L).

Urinalysis: The following tests were conducted using urine samples obtained at
prestudy screening visit 1: dip-stick test for pH, protein, glucose, ketones, bilirubin,
blood, free haemoglobin, urobilinogen. If abnormal results were found, microscopy
and culture were conducted.

Drugs of Abuse and Urine Alcohol: A urine sample was screened for drugs of
abuse (opiates, amphetamine, cannabinoids, cocaine, barbiturates, benzodiazepines
and methadone) and alcohol at baseline, and prior to dosing at each treatment
period.

Viral Serology: Testing for hepatitis B surface antigen, hepatitis C antibody, and HIV
screening was conducted on a blood sample obtained at screening. Resuits were
reported as positive or negative.
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Pregnancy testing: Women of child-bearing potential had a serum pregnancy test
using the standard pregnancy testing method of the unit. This was performed at
screening.

Efficacy assessments: A standardised refluxogenic meal containing 60% fat was
provided after a four hour fast. Subjects self-rated any heartburn experienced after
consumption of this meal on a scale of none, mild, moderate or severe. When they
considered themselves to have moderate heartburn, they were dosed with their
allocated study treatment. On dosing, two stopwatches were started which subjects
had received previous instructions to stop when they first perceived any soothing and
any cooling. Subjects were asked 5 minutes after dosing whether they would
describe any benefit they had felt from the product as “instant”. They were asked if
they felt the product had made their mouth/throat feel fresher and whether they would
use the product again at 30 minutes after dosing.

Adverse Events: All adverse events reported spontaneously by the subject or in
response to questioning or observation by the Investigator were recorded in the
subject’s case report form. The Investigator or a designated deputy asked the
subject: "Are you experiencing any symptoms or complaints?" at the baseline visit
and "Have you had any symptoms or complaints since you were last asked?" at each
treatment visit at the 30 minute assessment time. They were also asked this question
when they attended the post study follow-up visit.

All adverse events (including clinically significant laboratory abnormalities) were
followed up wherever possible to resolution or until the Investigator believed there
would be no further change, whichever was the earlier.

Each adverse event was recorded according to the criteria given below “Relationship
to study medication® was determined by the Investigator or by a medically qualified
Co-investigator.

The rating systems used to determine the severity and relationship to study
medication are given in Table 9.5.2.
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Table 9.5.2

Rating Systems used to Determine Adverse Event Severity and
Relationship to Study Medication

Variable

Category

Definition

Severity

Mild

Moderate

Severe

Severity was determined by the Investigator. For
symptomatic AEs the following definitions were
applied but medical experience and judgement
was also used in the assessment of severity.

The AE did not limit usual activities; the subject
may experience slight discomfort.

The AE resulted in some limitation of usual
activities; the subject may experience significant
discomfort.

The AE resulted in an inability to carry out usual
activities; the subject may experience intolerable
discomfort or pain.

Relationship to
study medication

Definite

Probable

Possible

Unlikely

None

An AE that followed an anticipated response to
the study medication; and that was confirmed by
both improvement upon stopping the study
medication (dechallenge), and reappearance of
the reaction on repeated exposure (rechallenge)

An AE that followed a reascnable temporal
sequence from administration of the study
medication, that is an anticipated response to the
study medication; and that could not have been
reasonably explained by the known characteristics
of the subject's clinical state or concomitant
therapy

An AE that followed a reasonable temporal
sequence from administration of the study
medicines; that might have been an anticipated
response to the study medication; but that could
have been produced by the subject's clinical state
or concomitant therapy.

An AE that did not follow an anticipated response
to the study medication; which may have been
attributable to other than the study medication,
and that was more likely to have been produced
by the subject's clinical state or concomitant
therapy.

An AE that was known beyond all reasonable
doubt to be caused by the subject's state or
concomitant therapy.

9.56.2 Appropriateness of Measurements

Key assessments of efficacy and safety parameters were made using standard,
widely used, published and reliable methodologies. In this pilot study, supportive
efficacy questions of subject perception were also asked.
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9.5.3 Primary Efficacy Variable(s)

The primary efficacy end-point was the amount of time to first perceived soothing
effect in the throat/oesophagus (foodpipe), assessed using a stopwatch. For a
subject/visit at which a soothing effect was not reported within 30 minutes, the result
was reported as censored at 30 minutes.

9.5.4 Drug Concentration Measurements

Drug concentrations were not measured in this study.

9.6 Data Quality Assurance

This was a single-centre study and the same laboratory was used for all analyses.
Laboratory results were subject to Quality Assurance procedures at Simbec
Research Ltd.

The CRF was in a format familiar to Simbec Research staff, and a Study Initiation
meeting was held to discuss the study-specific aspects of the trial. At this meeting
study staff were briefed in detail on the RB adverse event and concomitant
medication recording procedures. A Pre-Study Briefing Meeting was held by the
Simbec Research project manager, to train all nursing staff and personnel involved in
the study on study-specific procedures.

100% of the CRFs were monitored to check for completion errors, and 100% Source
Data Verification was carried out on the following items:

Subject Identity (date of birth, sex, initials, subject number)
Smoking and alcohol status

Medical status of subject (clinically significant medical history and other disorders)
ECGs

Laboratory results

AEs

Concomitant medication

Visit dates

GP letter

Date of consent

Demographics (height, weight, race, and BMI)

Vital signs

Physical exam

Subject eligibility (inclusion and exclusion criteria)

The following aspects of this study were subject to a GCP compliance audit,
conducted by the GCP auditor at Simbec:

Study database
Study report
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Master CRF

Audit certificates are included in Appendix 16.1.8.

9.7 Statistical Methods Planned in the Protocol and
Determination of Sample Size

9.7.1 Statistical and Analytical Plans

A copy of the final statistical analysis plan is presented as Appendix 16.1.9.

The time to first perceived soothing effect was summarised by treatment using the
number of subjects assessed, number of subjects with censored and uncensored
data, and either the mean, standard deviation, median, minimum, and maximum
(where all subjects provided uncensored data) or the median and minimum (where
censored data were reported). Where there were no censored observations an
upper one-sided 95% confidence limit for the mean time to first perceived soothing
effect was computed.

The number and percentage of subjects who had a time 1o first perceived soothing
effect of no more than 5 seconds were summarised by treatment. The lower one-
sided 95% confidence limit for the percentage of subjects who had a time to first
perceived soothing effect of no more than 5 seconds was also to be computed using
exact methods and summarised by treatment. However, no subject in the study
reported a time to first perceived soothing effect of 5 seconds or less.

The time to first perceived cooling effect was summarised using the same methods
as those for the time to first perceived soothing effect.

The three remaining parameters were summarised by treatment using frequency
distributions. The lower one-sided 95% confidence limit for the percentage of
subjects who gave a positive response was computed using exact methods and
summarised by treatment.

There was no formal statistical comparison of data from the control and Gaviscon
groups.

All treatment emergent adverse events were listed and tabulated by treatment,
severity, relationship to therapy and primary system organ class according to the
latest version of MedDRA available at the time of database lock. In counting the
number of events reported, a continuous event, i.e. reported more than once and
which did not cease, was counted only once; non-continuous adverse events
reported several times by the same patient were counted as multiple events. Events
present immediately prior to first dose of study medication that did not worsen in
severity, were not included in the summary tabulations. Events with start dates during
follow-up were not considered treatment emergent and were listed separately.
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Differences between treatment groups in the proportion of subjects reporting
treatment emergent adverse events were compared via the chi-square test.

9.7.2 Determination of Sample Size

No statistical justification for the sample size in this study was performed because
this was a pilot study, intended to provide variance estimates from which sample size
estimates for future studies could be derived.

9.8 Changes in the Conduct of the Study or Planned Analysis
9.8.1 Changes in the Conduct of the Study

No changes were made in the conduct of the study.

9.8.2 Changes in the Planned Statistical Analysis of the Study

No changes were made in the planned statistical analyses.

10 STUDY SUBJECTS

10.1 Disposition of Subjects

A listing of all subjects discontinued from the study after enrolment is provided in
Appendix 16.2.1. A flow chart illustrating the disposition of study subjects is shown in
Figure 10.1.1.

Figure 10.1.1: Disposition of Subjects

Screened Screen failures
n=30 Attendance issues (2)

No heartburn (2}

+ve DoA screen (2)

Abnormal iab values (1)

Randomised Inadequate contraception {1) Completed

n=20 Held in reserve (2) n=20

v

Treatment Visit 1 Treatment Visit 2 Treatment Visit 3 Treatment Visit 4
n=20 » n=20 n=20 > n =20

h 4
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10.2 Protocol Deviations

A listing of individual subjects who deviated from the protocol is presented in
Appendix 16.2.2.

1" EFFICACY EVALUATION

1.1 Data Sets Analysed

Appendix 16.2.3 contains a tabular listing of all subjects, visits and observations
excluded from the efficacy analysis. The reasons for exclusion are presented for the
whole treatment group over time.

For this partially blinded study, the strategy for the inclusion/exclusion of data in the
data sets analysed was included in the statistical analysis plan for the study and
finalised following discussions of evaluability held prior to the database being locked
and the blind being broken.

11.2 Demographic and Other Baseline Characteristics

In addition to tables giving group data for baseline variables, relevant individual
subject demographic and baseline data, including laboratory values, and all
concomitant medication for all individual randomised subjects are presented in by-
subject tabular listings in Appendix 16.2.4

11.2.1 Demographics

A summary of the demographics of the subjects based on the safety population is
shown in Table 11.2.1:
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Table 11.2.1 Summary of subject demographic data in study GA0706
Variable Male Female All
AGE (YRS} N 4 16 20
MEAN 40,8 40.1 40.3
sSD 17.2 13.0 13.5
MIN 2B 19 19
MEDIAN 35 38 38
MAX 65 64 65
HEIGHT (CM} N 4 16 20
MEAN 174.5 161.5 164.1
sD 1.9 4.8 6.9
MIN 172 154 154
MEDIAN 175 161 163
MAX 176 169 176
WEIGHT (KG) N 4 16 20
MEAN 83.6 67.5 70.8
SD 10.9 16.0 16.3
MIN 68.5 51.7 5.7
MEDIAN 86.4 54.5 67.4
MAX 93.1 112.4 11241
BMI (KG/M*2) N 4 16 20
MEAN 27.4 259 26.2
sD 3.0 5.9 54
MIN 232 20.2 20.2
MEDIAN 28.2 25.2 256
MAX 30.1 40.2 40.2
All subjects were Caucasian.
11.2.2 Medical History, Physical Examination and Vital Signs

Details of Medical History, Physical Examination Findings, ECG Results and Vital
Signs are provided by subject number in Appendix 16.2.4.
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There were no medical history findings or physical examination findings that were
considered to breach the eligibility criteria for participation in this study. Subjects 1, 2
and 13 had a gastrointestinal history of heartburn, reflux cesophagitis and occasional
indigestion respectively. Subjects 5, 7, 10, 12, 13, 14, 15 and 20 had past histories
of musculoskeletal conditions that were not considered to be clinically significant for
this study.

Subject 4 had a minor pre and post study ECG abnormality, which the Investigator
did not consider clinically significant.

There were no clinically meaningful findings in recordings of pulse, blood pressure
and oral temperature. A summary of vital signs pre and post study is provided in
Section 14.3.

11.2.3 Concomitant Medications

Eleven of the 16 female subjects were taking contraceptive products. Nine of these
were taking oral contraceptive pills and two had implanted subcutaneous products. In
addition, two subjects took two concomitant medications (an antibiotic and an
analgesic/antipyretic) after their last treatment visit but before their post study
assessment visit. Subject 9 took a single dose of Bisacodyl for the treatment of
constipation on their last treatment visit but it is not recorded whether this was before
or after study medication.

11.3 Measurements of Treatment Compliance

All subjects were administered the study treatments by Simbec staff and were
observed during dosing.

11.4 Efficacy Results
11.4.1 Analysis of Efficacy

11.4.1.1 Primary Endpoint (time to first perceived soothing effect}

The time to achieve first perceived soothing effect with each treatment is summarised
below in Table 11.4.1.
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Table 11.4.1 Time (minutes) to first perceptible soothing effect in study

GAQ706

No. No.
Product N Censored Uncensored Mean  Upper95% CL sD Minimum Median  Maximum
Product A 20 0 20 2.14 2.90 196 017 1.37 7.00
Product B 20 D 20 2.69 3.94 3.24 0.27 1.34 14.60
Product C 0 0 20 189 276 1.89 022 117 7.38

Product D 20 16 4 - - - 7.48 30,00 -

All three Gaviscon liquid products A, B and C had a median time to first perceptible
soothing effect experienced by all subjects within the first one and a half minutes
after dosing (1.37 minutes for product A, 1.34 minutes for product B and 1.17
minutes for product C). The negative control product (D) had censored times, i.e. the
stopwatch was not stopped within 30 minutes, in 16 of the 20 subjects, resuliing in a
median time of 30 minutes. No subject experienced a first perception of soothing
within five seconds of dosing for any of the test products.

11.4.1.2 Secondary Endpoint (time to first perceived cooling effect)

The time {o first perceived cooling effect is summarised in table 11.4.2.

Table 11.4.2 Time (minutes) to first perceptible cooling effect in study

GA0706

No. No.
Product Mean Upper 95% CL Minimum Median 5

N Censored Uncensored ) SD Maximum
{mins)

Product A 20 1] 20 1.3 1.80 1.54 0.20 0.57 6.35
Product B 20 3 17 = - - 0.18 1.03 -
Product C 20 1 19 e - - 023 045 -
Product D 20 17 3 - e — 5,30 30.00 —

These results mirrored those of time to first perceived soothing effect, with all three
liquid Gaviscon formulations having a median time to first perceived cooling effect
within the first one and a half minutes of dosing (0.57 minutes for product A, 1.03
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minutes for product B and 0.45 minutes for product C). The negative control group
had a median time of 30 minutes with 17 subjects having censored times, compared
to no subjects with product A, three subjects with product B and one subject with
product C having censored times. No subject experienced a first perception of
cooling within 5 seconds of dosing for any of the test products.

11.4.1.3 Secondary Endpoints (subjective assessments)

The subjective assessments of whether subjects felt any “instant” benefit from the
product or not, whether or not their mouth or throat felt refreshed after product usage
and whether or not they would use that product again are summarised in Table
11.4.3.

Table 11.4.3 Subjective assessments in study GA0706

Parameter Response
Product A Product B Product C Product D

n (%)

Instant Benefit No 8 {40.0) 7 (35.0) 6 (30.0) 20 (100.0)
Yes 12 {60.0} 13 (65.0) 14 (70.0) 0 (0.0)
L956% CL for % Yas 39.4 44,2 492 0.0

Mouth/Throat Feel Fresher  No 6 (20.0} 8(40.0) 5(25.0) 20 {100.0)
Yes 14 (70.0) 12 (60.0) 15 (75.0) 0(0.0)
1.95% CL for % Yes 49.2 39.4 54.4 0.0

Willing to Use Again No 4 (20.0) 7(35.0) 2({10.0} 20 {100.0)
Yes 16 (80.0) 13 (65.0) 18 (80.0) 0(0.0)
L95% CL for % Yes 59.9 44.2 .7 0.0

More than half of the subjects in each Gaviscon product group said that they would
describe any benefit they had felt from the product as “instant” (formulation A 60%
(lower 95% CL 39.4%); formulation B 65% (lower 95% CL 44.2%}; and formulation C
70% (lower 95% CL 49.2%)). No subject agreed with this statement for the negative
control sublingual product.

Similarly in the Gaviscon groups A, B, and C, 70% (lower 95% CL 49.2%), 60%
(lower 95% CL 39.4%) and 75% (lower 95% CL 54.4%) said their mouth/throat felt
fresher; and 80% (lower 95% CL 59.9%), 65% (lower 95% CL 44.2%) and 90%
(lower 95% CL 71.7%) said they would be willing to use the product again,
respectively; however, no subjects reported that their mouth/throat felt fresher with
the negative control and none were willing to use that product again.
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11.4.2 Analytical Issues

Detailed documentation of statistical methods, as the final Statistical Analysis Plan, is
presented in Appendix 16.1.9.

11.4.2.1 Adjustments for Covariates

No adjustments were made for covariates therefore this section is not applicable.

11.4.2.2 Handling of Dropouts or Missing Data

There are no missing data and no subjects dropped out of the study, therefore this
section is not applicable.

11.4.2.3 Interim Analyses and Data Monitoring

No interim analyses were performed and there was no data monitoring, therefore this
section is not applicable.

11.4.2.4 Multi-centre Studies

This was a single centre study therefore this section is not applicable.

11.4.2.5 Multiple Comparison/Multiplicity

No multiple comparisons were made therefore this section is not applicable.

11.4.2.6 Use of an “Efficacy Subset” of Subjects

No efficacy subsets of subjects were created, therefore this section is not applicable.

11.4.2.7 Active-Control Studies Intended to Show Equivalence

This study was not designed to test equivalence therefore this section is not
applicable.

11.4.2.8 Examination of Subgroups

No sub-groups were examined in this study therefore this section is not applicable.

11.4.3 Tabulation of Individual Response Data

In addition to tables giving group data for efficacy variables, relevant individual
subject data, are presented in by-subject tabular listings in Appendix 16.2.6.

No individual response data are presented in the body of the report.
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11.4.4 Drug Dose, Drug Concentration and Relationships to
Response

This was not a dose response study and fixed doses of study medication were used,
therefore this section is not applicable.

11.4.5 Drug-Drug and Drug-Disease Interactions

No drug/drug or drug/disease interactions were seen in this study and so this section
is not applicable.

11.4.6 By-subject Displays

Group mean data represent the principal analysis in this study and so this section is
not applicable.

11.4.7 Efficacy Conclusions

The negative control group performed as expected, with no subject experiencing
onset of action within 30 minutes. Onset times of approximately one minute were
found with each of the Gaviscon liquid products. The stopwatch methodology
appears to be suitable for assessing onset of action in the indication of heartburn.
The result of the negative control may have been influenced by the partial blinding
status of the study. In absolute time terms, cooling benefits were perceived more
rapidly than soothing benefits. As defined a priori in the protocol, no subject
perceived an “instant” benefit using the stopwatch method, but 60% or more of the
subjects taking each Gaviscon product in this study reported that they would describe
any benefits they felt as “instant”, on a subjective basis. No subject taking the
negative control product reported this effect. Subjective methodology may be an
alternative way of achieving claim support for Gaviscon. The study was successful in
generating data that will provide the basis for sample size calculations for both
objective and subjective approaches for future studies.

12 SAFETY EVALUATION

All subjects who received at least one dose of study medication are included in the
safety analysis.

121 Extent of Exposure

Twenty subjects received a single dose of each of the study medications.

12.2 Adverse Events (AEs)

All adverse events for each subject, including the same event on several occasions
are listed in appendix 16.2.7, giving both preferred terms according to MedDRA
Version 10.0 and the originai term used by the investigator.
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The tables that follow describe adverse events occurring after the initiation of
treatment with study medication. Only treatment emergent AEs are included in the
summary tables. One subject reported one AE before dosing, which is included in the
listing in Appendix 16.2.7 but not in the tables here.

12.21 Brief Summary of Events

Six subjecis reported a total of 12 treatment emergent adverse events. All events
resolved with no sequelae. Nine were mild, two were moderate and one
(constipation) was classed as severe. There were no serious adverse events. Nine
events were categorised by the Investigator as not related or as unlikely to be related
to treatment. Three events (constipation, headache and nausea) were classed as
possibly related to treatment. No events were classed as probably or definitely
related to treatment. There were no serious adverse events and there were no
clinically significant changes in vital signs.

12.2.2 Display of Adverse Events

A summary by treatment and categorization by MedDRA body system and preferred
term of the 12 treatment emergent adverse events that occurred in the study is
provided in Table 12.2.2.1.
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Table 12.2.2.1 Summary of Adverse Events by Body System and Preferred
Term in study GA0706 (safety population)

MNumber of Events / Number of Subjects (% brackets)

A B Cc o
MedDRA
(n=20) {n=20) (n=20) {(n=20)
MedDRA Primary SOC Preferred Term
Gastrointestinal disorders ABDOMINAL PAIN 040 111(5.0) 0/o 0/a
CONSTIPATION 141 (5.0 0/0 0/0 0/0
DYSPEPSIA a0 alo 2/2{10.0) 0/0
GASTROOESOPHAGEAL REFLUX DISEASE 0/0 Q/0 111{5.0) 0r0
NAUSEA 212{100) 0i/0 0/0 271 (5.0)
VOMITING /o 0/0 171(5.0) alo
Infections and infeslations NASQOPHARYNGITIS 0/0 0/0 0/0 1/1({5.0)
Nervous system disorders HEADACHE 0/0 0/0 o/0 11150

Table 12.2.2.2 summarises the adverse events by severity and preferred term.

Table 12.2.2.2 Summary of Adverse Events by Severity and Preferred Term in
study GA0706 (safety population)

Number of Events

MedDRA, Primary SOC MedORA Preferred Term Product Mild Moderata Severe
(Gastrointestinal disorders ABDOMINAL PAIN {p=1.0000) B 1 0 0
CONSTIPATION (p=0.3858) A 0 0 1
DYSPEPSIA (p=1,0000) Cc 2 Q 0
GASTROOESOPHAGEAL REFLUX DISEASE (p=1.0000} c o 1 0
NAUSEA (p=1.0000) A 1 1 0
NAUSEA (p=1.0000) D 2 o 0
VOMITING (p=1.0000) [ 1 [} 0
Infections and infestations NASOPHARYNGITIS (p=1.0000) D 1 0 1}
Nervous system disorders HEADACHE (p=1.0000} D 1 0 1

p-values are based on treatment comparisons of the number of subjects with severe adverse avents, for aach preferred term
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One subject experienced one severe adverse event of constipation associated with
product A (Gaviscon peppermint liquid in sachets). All other events were of mild or
moderate severity. All resolved with no sequelae.

Table 12.2.2.3 summarises the adverse events by treatment and relationship to
therapy.

Table 12.2.2.3 Summary of Adverse Events by Treatment and Relationship to
Therapy in study GA0706 (safety population)

Number of Events

MedDRA Primary SOC MedDRA Preferred Term Product Definite Probable Possible Unlikely Nane
Gastrointestinal disorders ABDOMINAL PAIN (p=1.0000) B 0 0 0 1 0
CONSTIPATION {p=0.3858) A 0 0 1 i} 0
DYSPEPSIA (p=1.0000) c 0 0 0 1 1
GASTROOESOPHAGEAL REFLUX DISEASE (p=1.0000) c D 0 0 1 0
NAUSEA (p=0.3858) A [+] 0 0 2 0
NAUSEA (p=0.3858) D 0 0 i 1 0
VOMITING (p=1.0000} c 0 0 0 1 a
Infections and infestations NASOPHARYNGITIS (p=1.0000) D 0 o] 0 s] 1
Nervous system disorders HEADACHE {p=0.3858) D 0 0 1 0 [}

p-values are based on treatmant comparisons of the number of subjects with definite, probable or possible adverse events, for each preferred term

Overall three events in two subjects were considered to have a causal (definite,
probable or possible) relationship to study medication. Subject 8 experienced
headache and nausea, on the same treatment day, both possibly related to treatment
with product A (Gaviscon peppermint liquid in sachets). Subject 9 experienced
constipation also possibly related to treatment with product A.

No subject was withdrawn due to any adverse event.

12.2.3 Analysis of Adverse Events

Adverse events occurred in all groups and there were no clinically meaningful
differences between treatments.

12.3 Other Serious Adverse Events (SAEs) and other Significant
Adverse Events

There were no deaths, other serious or significant adverse events in this study.
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124 Clinical Laboratory Evaluation

Haematology, biochemistry and urinalysis clinical laboratory evaluations were only
performed at prestudy screening, not at any other visit. No clinically significant
abnormalities were found at screening.

12.4.1 Listing of Individual Laboratory Measurements by Subject
and each Clinically Significant Abnormal Laboratory Value

No abnormal laboratory value was deemed by the Investigator to be clinically
significant. A listing of individual laboratory measurements by subject is given in
Appendix 16.2.8. Out of range values for haematology, biochemistry and urinalysis
are shown in tables 12.4.1, 12.4.2 and 12.4.3 respectively.

Table 12.4.1 Out of range haematology values at screening In study
GAO0706 (Safety population)

Subject Visit Parameter Result Low Range High Range Units
11 Pre-Study Platelets (X10 8.L-1) 364 169 357 10™9/L
12 Pre-Study Haemoglobin (g.L-1) 154 120 152 GiL

12 Pre-Study  MCHC (g.L-1) 352 320 350 GiL

13 Pre-Study Haemoglobin (g.L-1) 154 120 152 GIL

14 Pre-Study MCHC (g.L-1) 363 323 360 Gil

16 Pre-Study Platelets {X10 9.L-1) 372 169 357 10*"9/L
17 Pre-Study Haematocrit (L.L-1} 0.358 0.362 0.450 LL

17 Pre-Study  MCH (pg) 25.8 26.5 331 PG

17 Pre-Study MCV (fL) 77.2 783 100.1 FL

18 Pre-Study Platelets (X10 9.L-1) 362 169 as7 10**9/L
19 Pre-Study MCH (pg) 33.7 27.5 336 PG

Page 41 of 48
Varsion 1.1 07Mar08



Study No: GAO706 Final Report 11 July 2008

Table 12.4.2 Out of range biochemistry values at screening in
GAO0706 (Safety population)

Subject Visit Parameter Result Low Range High Range Units

1 Pre-Study GGT (IU.L-1) 73 7.8 46.8 i

2 Pre-Study Creatine Kinase (IU.L-1) 2281 351 2279 L

2 Pre-Study Sodium (mmol.L-1) 143.3 1354 142.5 MMOL/L
3 Pre-Study Albumin (g.L-1} 53.4 42.0 50.8 GIL

3 Pre-Study Total Protein {g.L-1) 88.7 66.7 80.8 GiL

4 Pre-Study ALP (lU.L-1) 257.8 84,6 253.4 JiL

4 Pre-Study Calcium (mmol.L-1) 223 2.24 2,66 MMOL/L
4 Pre-Study Cholesterol {mmol.L-1) 5.33 0.0 52 MMOL/L
5 Pre-Study ALP {IU.L-1} 76.4 84,6 253.4 L

5 Pre-Study Cholesterol {mmol.L-1) 6.45 0.0 52 MMOL/L
5 Pre-Study Creatinine (umol.L-1) 53.8 56,0 92,2 UMOL/L
5 Pre-Study Glucose (mmol.L-1) 5.7 3.8 55 - MMOLIL
5 Pre-Study Rpt Cholesterol (mmol.L-1} 6.33 0.0 52 MMOL/L
7 Pre-Study ALT (IU.L-1) 43.3 8.9 326 i

7 Pre-Study Cholesterol (mmol.L-1} 567 0.0 5.2 MMOL/L
] Pre-Study GGT (IU.L-1) 3.9 7.8 46.8 WL

9 Pre-Study Albumin (g.L-1) 52.0 38.3 48.5 GiL

9 Pre-Study ALP (IU.L-1) 265.7 84.6 253.4 L

9 Pre-Study Cholesterol (mmol.L-1} 5.50 0.0 52 MMOLAL
9 Pre-Study Total Protein (g.L-1) 85.8 66.1 81.1 GIL

i Pre-Study Cholesterol (mmol.L-1} 7.32 0.0 52 MMOL/L
11 Pre-Study Sodium {mmol.L-1) 142.8 1354 142.5 MMOL/L
11 Pre-Study Triglycerides {mmol.L-1} 2,80 0.0 23 MMOL/L
1 Pre-Study Rpt Cholesterol (mmol.L-1} 7.15 0.0 52 MMOL/L
1 Pre-Study Rpt Cholesteral (mmol.L-1} 6,76 0.0 52 MMOL/L
13 Pre-Study Creatine Kinase (JU.L-1) 2311 35.1 2279 /L

13 Pre-Study Creatinine (umol.L-1) 47.6 56.0 922 UMOLL
14 Pre-Study ALP (IU.L-1) 109.5 1249 204.3 [V

14 Pre-Study ALT (U.L-1) 746 13,0 67.2 L

14 Pre-Study GGT (IU.L-1) 84.5 10.0 69.7 [V

18 Pre-Study Cholesterol (mmol.L-1} 6.01 0.0 52 MMOL/L
16 Pre-Study GGT (IU.L-1) 7.3 7.8 46.8 WiL

17 Pre-Study ALP (IU.L-1) 276.9 84.6 253.4 WAL
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Subject Visit Parameter Result Low Range High Range Units

17 Pre-Study Total Bilirubin (umol.L-1) 29 3.6 22.0 UMOL/L
18 Pre-Study Sodium {mmol.L-1) 142.8 1354 142.5 MMOL/L
20 Pre-Study Calcium (mmol.L-1) 223 224 2.66 MMOL/L

Table 12.4.3 Out of range urinalysis values at screening in study GA0706
(Safety population)

Subject  Visit Parameter  Result  Normal Range

2 Pre-Study Blood Trace Negative

7 Pre-Study Blood Trace Negative

8 Pre-Study pH 8.5 Negative

<] Pre-Study Blood Trace Negative

12 Pre-Study Blood + Negative

13 Pre-Study Blood Trace Negative

18 Pre-Study pH 8.5 Negative

12.4.2 Evaluation of Each Laboratory Parameter

The active moiety of the study medications used in this study has been licensed for
use in man for many years. Their safety profile is very well established. For this
reason, laboratory evaluations were not conducted during the study and no further
data are presented here.

12.5 Vital Signs, Physical Findings and other Observations
Related to Safety

Vital sign and ECG data are presented in full in Appendix 16.2.4. A summary of all
vital signs data pre- and post- study is provided in Section 14.3.1. All vital signs and
ECG parameters were either within normal ranges or were not considered clinically
significant by the investigating physician. No changes were noted during the post-
study physical examination, and no pregnancy occurred during the study.

12.6 Safety Conclusions

There were no clinically significant safety issues identified during the conduct of the
study. There was a very low incidence of adverse events.
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13 DISCUSSION AND OVERALL CONCLUSIONS

13.1 Discussion

This pilot study investigated the possibility that a stopwatch methodology, normally
used to assess onset of action of analgesic products, might be appropriate to
determine onset of action of products used to relieve heartburn. Laska and his
colleagues advocate the use of two stopwatches, one to measure onset of a
predefined clinically significant amount of pain relief and the other to measure “offset’
L.e. the moment that the clinically significant amount of pain relief is no longer
experienced by the subject.® Olsen and her colleagues used a single stopwatch to
determine onset of “meaningful® relief” in dental pain patients treated with ibuprofen,
ketoprofen, paracetamol or placebo.? This study GA0706 adapted the technigue in
two key respects. Firstly, it used two stopwatches to measure two different sensorial
benefits in heartburn - soothing and cooling — not analgesic efficacy. Secondly, no
predefined size of effect had to be experienced, only a perceived effect had to be felt
by the subject before they stopped the clock. These adaptations were considered to
be substantial, and hence this study was a pilot study rather than a full investigation
using unsubstantiated adaptations. The results suggest the adaptations are feasible
in the indication of heartburn. Subjects did not get confused about which stopwatch
to press when, supporting the idea that they were capable of distinguishing between
two possible benefits of treatment. Additionally, with each of the two Gaviscon
formulations that contained peppermint, the median times to onset of cooling were
shorter than the median times to onset of soothing. Peppermint is well known to have
a cooling effect, particularly in the oral cavity, and associated compounds such as
menthol are known to modulate both warm and cold receptor activity.? !t is interesting
that in this small study, subjects could distinguish such activity more quickly than a
soothing benefit and this may be worthy of further consideration when deciding on
primary and secondary endpoints in future trials.

The absence of a predefined size of effect was not detrimental to this study. In
analgesia, criteria for onset are often controversial, since what constitutes a clinically
meaningful effect is debatable.’ The approach by Olsen, allowing patients to decide a
“meaningful” benefit for themselves is appropriate in this respect, since at least the
person experiencing the pain decides what level of relief means something to them.
However the approach still has to allow for considerable variation in response.
Requesting that subjects stop the clock whenever they first perceive any effect, (or
sensorial benefit, as in this study), rather than a clinically meaningful effect, may
reduce the variation somewhat. This then leaves open to debate the issue of whether
onset can be claimed, even if the effect size seen at that time is clinically smaller
than desirable in an effective product. Given that the placebo “effect” is well
documented in many areas of medicine, it is logical that onset can apply to placebo
as well as to active ingredients and that the overall size of the effect is not important
for determining when that effect starts to be perceived.
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Black et al suggested that minimal criteria make it difficult to distinguish between
active and placebo.’ However, in this pilot study, it is very clear that the negative
control product can clearly be distinguished from the Gaviscon products. Subjects
simply did not stop the clock when they had taken the inactive sublingual tablet and
on the vast majority of occasions, onset times with this control were censored at 30
minutes — 16/20 (80%) were censored for soothing and 17/20 (85%) were censored
for cooling. These results are comparable to those seen in the placebo group in the
dental pain study reported by Olsen and her colleagues, where the majority of the
onset times were censored at six hours, only 35.9% of subjects achieving meaningful
relief before then, leaving 74.1% who did not.?

Another aspect of interpreting these results is the presence of any bias resulting from
the partial blinding of the study. It was felt to be important that the negative control
was indeed truly negative with no possibility of providing soothing or cooling effects.
However, using a liquid formulation as a negative control was thought likely to result
in some soothing or cooling. This made blinding problematic. It could be argued that
since subjects knew the sublingual tablet was an inactive product, that knowledge
brought bias to the study. However, since the study was examining a technique to
measure onset, rather than efficacy per se, then it can also be argued that this does
not matter, since the results show that when the subject did not perceive a benefit,
they did not stop the clock. This suggests the approach is valid. The bias may have
affected sensitivity, but assisted in showing the validity of the methodology.

The rationale behind measuring speed of onset was to determine if product support
for a claim of “instantly” soothing or cooling sensorial benefit could be supported on
the basis of objective methodology. The protocol defined instantly a priori as soothing
or cooling occurring within five seconds, based on advice from the PAGB. Nothing in
the results of this study suggests that any of the treatments resulted in an “instant”
sensorial effect based on this definition. However, when the subjects were asked if
they would describe any benefits they had felt from the product as “instant”, at least
60% stated that they had for each Gaviscon test product. This is a similar situation to
that discussed earlier in terms of clinical significance for analgesia. The basis for the
PAGB definition of “instant” as five seconds is not known, but clearly when left to
decide for themselves, subjects perceive “instant” to be different to that time. It would
be possible to substantiate what subjects deem to be instant, by using the group
mean time to onset, calculated from only those subjects who stated they would
describe a sensorial effect (either soothing or cooling) as instant on a subjective
basis. This time could then be used as the basis for the description of “instant” in
future trials. Alternatively, a claim of “instant” could be supported subjectively on the
basis that if a subject describes a benefit as “instant” for themselves, that is
appropriate. This study did not examine the nature of any benefit the subject
described as “instant” and that too could be examined in future trials to support more
specific benefit claims.
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13.2 Conclusion

The negative control performed as expected using the stopwatch methodology. In
absolute terms, cooling benefits associated with the three Gaviscon formulations
were perceived more quickly than soothing benefits. Using the objective stopwatch
methodology, no subject experienced an “instant” sensorial benefit, where “instant’
was predefined as being within 5 seconds. Using questioning, more than half of the
subjects in each treatment group felt they experienced “instant” benefits when
“‘instant” was left to each subject to define. Future studies need to consider blinding,
the real likelihood of any placebo benefit and whether objective or subjective
methodology is more likely to provide the required claims support. This study did
provide data on which future sample sizes for both approaches can be based. All
three Gaviscon liquid formulations were well tolerated.

14 TABLES, FIGURES AND GRAPHS REFERRED TO BUT NOT
INCLUDED IN THE TEXT
14.1 Demographic Data

No additional demographic data is presented here.

14.2 Efficacy Data

No additional efficacy data is presented here.

14.3 Safety Data

14.3.1 Summary of Vital Signs

Pre and post study vital signs are presented in table 14.3.1 below:
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Table 14.3.1 Vital signs in study GA0706 (Safety population)

Variable Pre-Study Post-Study Change
SITTING SBP N 20 20 20
(MMHG) MEAN 123.6 123.6 0.1
SD 177 15.0 11.4
MIN 28 94 =16
MEDIAN 117 125 -3
MAX 163 146 27
SITTING DBP N 20 20 20
(MMHG) MEAN 71.1 70.5 -0.6
SD 10.1 9.3 6.2
MIN 54 51 7
MEDIAN 72 71 -3
MAX 87 88 14
SITTING N 20 20 20
PULSE (BPM) MEAN 66.7 68.0 23
sD 8.1 8.5 9.6
MIN 55 54 -18
MEDIAN 69 70 1
MAX 84 88 17
TEMP. (C} N 20 20 20
MEAN 36.48 36.5 -0,02
sSD 0,52 0.38 0.47
MIN 35.1 36.0 -1.2
MEDIAN 36.6 36.5 0.0
MAX 37.2 7.2 0.9
14.4 Displays of Adverse Events

No additional displays of adverse events are provided here.
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14.4.1 Listings of Deaths, other Serious and Significant Adverse
Events

There were no deaths, other serious and significant adverse events in this study

14.4.2 Narratives of Deaths, other Serious and certain other
Significant Adverse Events

There were no deaths, other serious and significant adverse events in this study

14.4.3 Clinically Significant Abnormal Laboratory Value Listing
(each subject)

No abnormal laboratory value was deemed by the Investigator to be clinically
significant.
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3 LIST OF ABBREVIATIONS AND DEFINITION OF TERMS
Abbreviation  Abbreviation in Full
AE Adverse Event
CFR Code of Federal Regulations
CRF Case Report Form
cv Curriculum Vitae
EC Ethics Committee
FDA Food and Drug Administration
GCP Good Clinical Practice
ICH International Conference on Harmonisation
IRB Institutional Review Board
RB Reckitt Benckiser
oTC Over the Counter
SAE Serious Adverse Event
sSDV Source Data Verification
kg kilogram
m millilitre
mg milligram
ANOVA Analysis of Variance
IMSU Investigational Materlal Supply Unit
PAGB The Proprietary Association of Great Britain
T Intention to Treat
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4 INVESTIGATORS AND ADMINISTRATIVE STUCTURE
4.1 Reckitt Benckiser Details
Name Position Address & Contact Numbers
Dr K Sarratt RB . Clinical Project Reckitt Benckiser Healthcare
Manager Ltd, Dansom Lane, Hull HUS

7D8S. Tel +44 1482 582397

Dr P Berry RB Study Physician "Reckitt Benckiser Healthcare
Ltd, Dansom_Lane, Hull HUS8
7DS. Tel +44 7734 056121

Mr J Sykes RB Statistician Reckitt Benckiser Healthcare
Ltd, Dansom Lane, Hull HUS8
7D5. Tel +44 1482582895

Study Monitor

The name and address of the study monitor will be provided in the Initiation Visit
report.

4.2 Investigational Site

This study will be conducted at Simbec Research Ltd, Merthyr Tydfil, Mid Glamorgan,
CF48 4DR. Tel 01443 690977

e DrP M Dewland will be the Principal Investigator responsible for conducting

the study as well as making all trial-site related medical decisions.

4.3 Laboratory

4.3.1 Clinical Laboratories

The Clinical unit of Simbec Research, based at Simbec's premises in Merthyr Tydfil,
will conduct the relevant analyses required for this study.

4.3.2 Pharmacokinetic Analysis Laboratory

Phammacokinetic analyses are not applicable for this study.
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5 INTRODUCTION

Gaviscon is an alginate-based reflux suppressant that offers relief to those that suffer
from heartbumn symptoms. It comes In a number of over the counter {OTC)
prescribable presentationsformulations to offer consumer choice of flavours and
dosing formats. A key claim for the brand is based on consumer perception of the
product being able to deliver an “instantly soothing” effect. To date, this wording has
been supported by market research data. Reckitt Benckiser Healthcare UK wishes
to strengthen the basis for the "instantly soothing” claim in order to meet the more
stringent regulatory requirements for licensed medicinal products. As per the advice
of the Proprietary Association of Great Britain (PAGB), “instantly” is defined as within
five seconds.

To support this claim, it is considered necessary to assess speed of onset in a
prospective, randomised, sensorial based clinical study. Such a design holds
scientific and medical credibility by helping to control variation and bias, and
generates data of an appropriate standard for claims substantiation. The study will
be partially blinded as the control and Gaviscon treatments differ in physical form
(sublingual tablet vs liquid).

A methodology using stopwatches to assess onset of action has been described in
migraine and in post operative dental pain.'? The current study will adopt this
technique to assess the consumer perceived onset of two attributes (soothing and
cooling) of Gaviscon. However, as the methodology has not been used in this
indication previously, it is considered appropriate to conduct a pilot study fo
determine if the methodology is likely to be helpful in supporting the required claim
and to provide a basis for sample size calculation for future studies.

A control, which in this case is a sublingual tablet, has been included in this study on
an open label basis to show the validity of the methodology. By using a control that
is expected fo have no effect, it will demonstrate that an oral product that is not
swallowed will not produce a soothing or cooling effect. The chaice of a sublingual
tablet as a control is appropriate for this study because It is envisaged that an oral
placebo or any type of oral product of any description that can readily enter the
oesophagus through the mouth may impart some kind of soothing or cooling effect.

The population to be studied is a sample of the community based population who has
the tendency to suffer from heartburn symptoms following some meals and has
access to OTC medications like Gaviscon. In this sensorial based study, the
subjects will be provided with a refluxogenic meal to induce the symptoms of
heartbumn. The Gaviscon liquid products will be spoon administered by a member of
Simbec staff, at a 10ml dose and by an oral route as specified in the product licence.
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The potential risks to subjects taking part in the present study are considered to be
low. The active ingredients and the adverse reactions that occur very rarely as a
result of taking Gaviscon liquid products (<1/10,000) are as follows:

1. Sodium alginate — hypersensitivity; subjects sensitive to the ingredient may
develop allergic manifestations such as urticaria or bronchospasm,
anaphylactic or anaphylactoid reactions

2. Sodium bicarbonate/sodium hydrogen carbonate — hypersensitivity; subjects
sensitive to the ingredient may develop allergic manifestations such as
urlicaria or bronchospasm, anaphylactic or anaphylactoid reactions;
increased plasma sodium levels especially for those with renal and
cardiovascular conditions on a highly restricted salt diet

3. Polassium hydrogen carbonate — hypersensitivity; subjects sensitive to the
ingredient may develop allergic manifestations such as urticaria or
bronchospasm, anaphylactic or anaphylactoid reactions; increased plasma
potassium levels for those with renal and cardiovascular conditions on a
highly restricted salt diet

4. Calcium carbonate ~ hypersensitivity; subjects sensitive to the ingredient may
develop allergic manifestations such as urticaria or bronchospasm,
anaphylactic or anaphylactoid reactions; high doses of calcium may cause
alkalosis, hypercalcaemia, acid rebound, milk alkali syndrome or constipation

Rarely, more serious reactions have been reported. The potential benefit of the
subject taking part in this study is experiencing “instantly soothing” and cooling
effects during their heartburn episode when they ingest one of the Gaviscon liquid
products. For this reason, the risk benefit balance for the current study is considered
to be acceptable.

There are no potential risks to subjects using the control.

This study will be conducted in accordance with the Declaration of Helsinki (South
Africa, 1996), as referenced in EU Directive 2001/20/EC. It will comply with
International Conference on Harmonisation (ICH) Geed Clinical Practice (GCP) and
applicable regulatory requirements.

6 ' RATIONALE

The study is being conducted to scientifically and medically support the claim of the
product(s) being able to deliver "instantly soothing” and cooling effects as well as
determine if the use of the stopwaich technique is suitable in assessing the onset of
action of products to provide these effects. A control is being included in the study
design fo show the validity of the model and to enable participants to clearly
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distinguish between a soothing, cooling and no sensation feeling in the
throat/oesophagus (foodpipe).

7 OBJECTIVES

The primary objective of this study is to pilot the stopwatch tecﬁnique for determining
the onset of action of products that provide a perceived soothing effect in the
throat/foesophagus (foodpipe) during heartburn.

The secondary objectives of this study are to evaluate the time to first perceived
cooling effect in the throat/oesophagus (foodpipe); the description of an “instant”
benefit from the product; the ability of the product to make the mouth/throat feel
fresher; and the subject's willingness fo use the product again.

8 STUDY DESIGN
8.1 Study Endpoints
8.1.1 Primary Endpoints

The primary efficacy endpoint is the time to first perceived soothing effect in the
throat/oesophagus (foodpipe) using a stopwatch.

8.1.2 Secondary Endpoints

The secondary efficacy endpoints are:

» Time to first perceived cooling effect in the throat/oesophagus (foodpipe)
using a stopwatch

» Would you describe any benefit you felt from this product as “instant”
(yes/no)?

» Did the fwoduct make your mouth/throat feel fresher (yes/no)?

o Willingness to use the praduct to treat heartburn again (yes/no)

8.2 Design Summary

This will be a single-centre, randomised, partially blind, single dose, crossover pilot
study in subjects who display symptoms of heartburn following a refluxogenic meal.

8.3 Subject Numbers

This is a pilot study intended to provide sample size information for a future study. It
is estimated that 20 subjects will provide sufficient data fo predict the sample size for
the future study.
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8.4 Study Duration

Itis estimated that it will take 3 weeks to recruit the required number of subjects. It is
anticipated that the clinical phase of this study will commence in January 2008, with
completion of the clinical phase by February 2008.

8.5 Subject Commitment to the Study

The duration of each subject's participation in the study will be approximately 6
weeks (from screening visit to post-study visit). The screening visit will be followed
by four separate treatment visits, each of which will require the subjects to consume
a standardised refluxogenic meal. There will be a 2-7 day(s) washout period
between the treatments, in which subjects should avoid food which may cause them
to reflux. In addition, subjects, during this time should not take any acid refiux
medication. The post-study visit will occur 3-7 day(s) after the final treatment visit.

8.6 End of Study

The end of the study is defined as the last visit of the last subject.

RB will notify the regulatory authority, and Simbec will notify the ethics committee
within 90 days of the end of the study (within 15 days if the study is ended
prematurely).

9 STUDY POPULATION

9.1 Inclusion Criteria
Only subjects to whom all of the following conditions apply will be included:

1)  Age: 218 years <80 years

2) Sex: Male and female subjects are eligible for entry.

3) Status: Members of the Simbec Volunteer Panel who state (self-rated) that they
have a tendency to experience symptoms of heartburn related to reflux,
following some meals.

4) Primary diagnosis: Those with self-rated at least moderate heartburn within 60
minutes following ingestion of a standardised refluxogenic meal at the
scraening visit.

5)  Subjects who have given written informed consent.

9.2 Exclusion Criteria
Subjects to whom any of the following conditions apply must be excluded:

1)  Those who have suffered a recent, significant unexplained weight loss of 6-7kg
in the last 6 months.
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2)
3)
4)

5)
6)
7)
8)
9)
10)
11)
12)
13)

14)
15)

16)
17)

10

10.1

Those who have experienced any gastrointestinal bleeding within the last 12
months.

Those with difficulty in swallowing.

Those with a history and/or symptom profile suggestive of Zollinger-Ellison
syndrome, gastric carcinoma, previous or current peptic ulcer disease,
pemicious anaemia, Barreft's oesophagus or systemic sclerosis.

Those with known hypophosphataemia or phenylketonuria.

Those with severe constipation or history of colonic stenosis.

Those who have taken any antacids, M, antagonists, motility
stimulants/prokinetics or other medicines for relief of symptoms of acid reflux
disease within the previous 24 hours prior to screening. |
Those who have taken proton pump inhibitors within the previous 48 hours
prior to screening. '

Those with a history of drug, solvent or alcohol abuse.

Those with any previous history of allergy or known intolerance to any of the
study drugs or following formulation constituents, sodium alginate or potassium
bicarbonate.

Those who are receiving treatment for their upper gastrointestinal problems or
gastro-oesophageal reflux disease from their GP.

Those unable in the opinion of the Investigator fo comply fully with the study

Jrequirements.

Those currently participating in a clinical study or who have participated in any
other clinical study within the last 30 days.

Those who have previously participated in this randomised study.

Woman of childbearing potential, who are pregnant or lactating, seeking
pregnancy or failing to take adequate contraceptive precautions, (i.e. an oral or
injectable contraceptive, an approved hormonal implant or topical patch, an
intrauterine device, abstinence [should the subject become sexually active, she
must agree to use a double barrier method] or condoms/diaphragm and
spermicide). A woman of childbearing potential is defined as any female who is
less than 2 years post-menopausal or has not undergone an hysterectomy or
surgical sterilisation, e.g. bilateral tubal ligation, bilateral ovariectomy
(oophorectomy).

Those who are on steroids or non-steroidal anti-inflammatory drugs.

Those who are diabetics.

STUDY METHODOLOGY

Recruitment of Study Subjects

Subjects will be recruited from the Simbéc database of volunteers who respond to
direct advertising for the study. The advertising will make it clear that a response to
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the advert is voluntary as is participation in the study. The advert will also specify
that subjects should suffer from heartburn following meals.

10.2 Study Visits/Assessments

A subject enters a study when he/she has signed the consent form before the clinical
phase of the study begins.
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The schedule for assessments for this trial is summarised in the following flowchart:

Flowchart for study GA0706

Study Period Pre-study Treatment Visit Post Study
Screening Visk (3-7 days
after visht 4)
Visk1 | Visit2 | Treatment 1 | Treatment 2 | Treatment 3 | Treatmerd 4
Day 1 Day 2 Day 3 Day 4
Infarmed Consent X
Medical History X X
Concomitant Medication X X
Vital Signs {inc 12 lead ECG) b 4 X
Physlcal Examination X X
Haematology X
Blochemistry X
Serum  pregnancy  test X
‘ (females only)
Utinalysls X
Drugs of abuse test X X X X X
Eligibillty decision X
Refluxogenic Meal X X X X X .
Severity rating of heartbum
(pre-treatment) X X X X X
Rescue Medication X
Dosing X X X X
Onset of first percelved
soothing (by stopwatch} X X X X
Onset of flrst perceived
cooling (by stopwatch) X X X X
Mauthithroat freshness X X X x
Instant Benefit
Willingness to use product
again X X X X
Adverse Events X X X X X
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10.2.1 Pre-study Screening Visits

10.2.1.1 Pre-study Screening Visit 1

At the first screening visit, potential participants will be asked to provide written
consent for the screening against the inclusion and exclusion criteria. Consenting
subjects will then be allocated a screening number, in which information on
demographics, vital signs (including a 12-lead ECG), and medical history, will be
recorded, and laboratory investigations conducted.

Subjects who meet these initial requirements will see a physician who will discuss the
purpose and nature of the study with them. The physician must then sign to confirm
that the subject has been provided with a copy of the Consent forms and Information
Sheets, and that a full explanation of the study had been given. Each subject must
sign and date their Consent form before any study specific procedures are conducted
(see Section 15.2).

10.2.1.2 Clinical Assessments Performed at Screening Visit 1

The following screening assessments will be conducted/recorded:

Demographic data
" sex
= race (categorised as: Caucasian, Asian, Afro-Caribbean and Other)
= date of birth
* height (cm)
=  weight (kg)
» body mass index (kg/m?)
.= smoking/alcohol/drugs of abuse history/use

Vital Signs
= blood pressure (after sitting for 5 minutes; mmHg)
= heart rate (radial pulse counted for 30 seconds after resting for 5 minutes;
beats/minute)
= oral temperature (°C)
= 12-ead ECG

Medical history and current status
»  primary diagnosis
= duration of symptoms
= medical history and current status

Medication and therapy history
= gcurrent medication usage
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= therapy taken in the previous 2 days will be recorded

Physical examination .
= a standard physical examination will be conducted

Pregnancy testing
* women of child-bearing potential will undergo serum pregnancy testing

Experience symptoms of heartburn following some meals (self-rated)

Laboratory investigations _
» details are provided in section 12.2. Includes haematology, biochemistry,
urinalysis, drugs of abuse and pregnancy testing for females

10.2.1.3 Pre-study Screening Visit 2

After at least 48 hours of screening visit 1, eligible potential participants will be invited
to attend a second screening visit at which they will be given a refluxogenic meal.
Following the meal, subjects will be-asked to evaluate the ‘severity of their heartbum
symptoms (if any) over a period of 60 minutes. Those who confirm their heartbumn
symptoms to be of at least moderate severity (self-rated) at any time within the 60
minute period will be invited fo progress into the dosing phase of the study on a
subsequent visit. At the end of the 60 minute observation period, (or earlier if
requested) all subjects will be provided with a 10m! dose of Maalox, if necessary, to
relieve their symptoms,

10.2.1.4 Clinical Assessments Performed at Screening Visit 2

= Time of starting refluxogenic meal using the clock
* Time of completing the refluxogenic meal using the clock

= Time start to experience heartburn symptoms of at least moderate severity
using the clock

= Severity rating of heartburn after eating a refluxogenic meal
o Self-rating will be reported as none, mild, mederate or severe

10.2.2 Treatment Visits

10.2.21 Treatment V_isit 1

There will be at least a 48 hour window between the second screening visit and the
subject attending Simbec for the first treatment visit.
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On day 1 of treatment visit 1, subjects will report to Simbec Research Centre at
approximately 08.00. They will individually affirm that they have taken no prohibited
medication (medicines for relief of heartburn) and no aicohol within the previous 48
hours of admission. They will be asked if they have experienced any adverse events
since their previous visit to the centre. Subjects will provide a urine sample, which
will be analysed for the presence of ethanol and drugs of abuse as well as pregnancy
for female subjects. Test results and any adverse events will be entered into each
subject’'s CRF.

At approximately 09.00 subjects will be given a light breakfast and will then be
required to fast for at least 4 hours. At around 13.00 subjects will be provided with a
standardised refluxogenic meal, containing 60% fat and asked to lie down after
consumption.  Subjects will be advised to atiract the attention of the study nurse
when they experience at least moderate symptoms of heartburn {on a self-rated
categorical scale of none, mild, moderate, and severe). At this point, the subject will
be dosed with the randomised treatment allocated for the visit. However, if the
subject does not experience at least moderate heartburn, within 60 minutes of
finishing the refluxogenic meal, he/she will not be treated with test medication.
Subjects who are not freated with the test medication will be required to stay on site
for the following 30 minutes before being able to leave. Subjects who do not achieve
moderate heartburn on one or more of the treatment visits will complete the study
with the remaining visits (total of 4 treatment visits) for further refluxogenic meal
challenges.

If the subject experiences heartburn symptoms of at least moderate severity, they will
be spoon treated with either 10ml of the treatment or given the control assigned to
them under the randomisation list. Subjects will be dosed in a sitting position. The
actual time of dosing will be noted and recorded in the subject's CRF and the
stopwatches started. Participants will be provided with two stopwaitches, which will
be started by the study staff at the time the subject is dosed with the treatment. One
of these will be used fo record the time to first perceived soothing effect in the
throat/foesophagus (foodpipe), and the other to record the time to first perceived
cooling effect in the throat/oesophagus (foodpipe). Subjects will be instructed (before
treatment is administered) to stop the soothing effect stopwatch when they first
perceive any soothing effect and to stop the cooling effect stopwatch when they first
perceive a cooling effect. The treatment study period will be 30 minutes. Subjects
will be asked 5§ minutes into the treatment study period If they felt an instant benefit
from the product. At the end of the treatment study period, subjects will be asked
whether or not they would be willing to use the product again, if they experienced any
adverse effects, and if their mouth/throat felt fresher after the treatment.
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10.2.2.2 Clinical Assessments at Treatment Visit 1

The following will be recorded at treatment Visit 1:

Subject's confirmation that tﬁey have not taken prohibited medication or alcohol
within the previous 48 hours

Results of pregnancy testing of female subjects
Restilts of tests for drugs of abuse and ethanol screen

Any adverse events that have occurred since the subject’s last visit to the centre
and any that occur while the subjects are at the centre

Time of starting refluxogenic meal using the clock
Time of completing refluxogenic meal using the clock

Time when subject indicates that experiencing heartburn symptoms of moderate
severity, using the clock

Time of treatment using the clock

Time to first perceived soothing effect in the throat/oesophagus {foodpipe) post
treatment up to 30 minutes using the stopwatch

Time fo first perceived cooling effect in the throat/oesophagus (foodpipe) post
treatment up to 30 minutes using the stopwatch

Answer to the question "Would you describe any benefit you felt from this product
as ‘instant’ (yes/no)?" post treatment at 5 minutes

Answer to the question “Did the product make your mouth/throat feel fresher
(yes/no)?” post treatment at 30 minutes

Answer to the question “Willingness to use the product to treat heartburn again
(yes/no)” post treatment at 30 minutes

Any adverse events that have occurred post freatment at 30 minutes only

10.2.2.3 Treatment Visits 2, 3, and 4

The clinical and data collection procedures for treatment Visits 2, 3, and 4 will be
exactlly the same as that described for treatment Visit 1, with the exception that each
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subject will receive an alternative treatment according to the randomisation schedule
and there will be a 2-7 day(s) washout period between treatments.

10.2.2.4 Clinical Assessments at Treatment Visits 2, 3, and 4

The clinical data gathered for treatment Visit 1 will be exactly the same as that for
treatment Visits 2, 3, and 4.

10.2.3 Post Study Follow Up Visit

Subjects will return to Simbec Research Centre for a post study follow-up visit 3-7
days after treatment Visit 4. They will be asked if they have experienced any
adverse effects since their last freatment. Subjects’ vital signs will be recorded and
they will undergo a physical examination.

10.2.3.1 Clinical Assessments at the Post Study Follow Up Visit

The following assessments will be conducted/recorded:

Vital Sighs
o blood pressure (after sitting for 5 minutes; mmHg)
o heart rate (radial pulse counted for 30 seconds after resting for 5
minutes; beats/minute)
o oral temperature (°C).

Physical examination

Review of concomitant medication

Review of adverse events

10.3 Efficacy Assessment

Please refer to Sections 10.2.2.1 and 10.2.2.2 for the methods and timing for the
assessments,

10.4 Study Specific Supplies

RB will provide the study drug supplies as well as the stopwatches as detailed in
Section 11.

10.5 Unscheduled Visits

If unscheduled visits oceur, the Investigator must record, in the subject’s case report
form:
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any adverse events

concomitant therapy changes

withdrawal (if deemed appropriate)

any clinical assessments deemed appropriate for the clinical care of the subject

Unscheduled visits should not alter the timing of the routine study schedule.

10.6 Subject Withdrawal Criteria

The Investigator may withdraw the subject from the study at any time. Reasons for
removing a subject from the study include, but are not limited to:

adverse events that in thetjudgement of the Investigator may cause severe or
permanent harm (significant clinical deterioration is an adverse event)

violation of the study protocol

In the Investigator's judgement, it is in the subject’s best interest

subject declines further study participation

The primary reason for withdrawal will be documented as one of the following:
adverse events; lack of efficacy; lost to follow-up; protocol violation; death or other.
The Investigator must make reasonable attempts to contact subjects who are lost to
follow-up - a minimum of two documented telephone calls or a letter is considered
reasonable.

If a subject is withdrawn prematurely from the study, the following assessments will
be carried out: , |

= Vital Signs
o blood pressure (after sitting for 5 minutes; mmHg)
o heart rate (radial pulse counted for 30 seconds after resting for 5
minutes; beats/minute)
o oral temperature {°C).

= Physical examination
»  Review of concomitant medication

Review of adverse events

10.6.1 Procedures for Replacing Subjects who are Withdrawn

Withdrawn subjects will not be replaced.
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10.7 Additional Care of Study Subjects Following Completion of
the Study

Subjects who experience adverse events at the end of the study, or experience the
onset of an event after the final visit will be followed up as described in Sections 10.5
and 10.6. '

No other additional care of study subjects will take place following completion of the
study. The treatment of the patient's condition will follow normal clinica practice.

10.8 Treatment Compliance

Simbec personnel (Physician or appropriately trained staff} will administer 10mi of
each liquid treatment to the subject using a spoon. Any subjects who will not comply
with this form of administration will be withdrawn from the study.

11 STUDY TREATMENTS

11.1 Identity of Investigational Medicinal Product(s)

The following products will be supplied:

Product A: Gaviscon Peppermint liquid in sachets, contains 500mg sodium
alginate, 267mg sodium bicarbonate, and 160 mg calcium carbonate per 10ml dose,
10m! suspension in sachet, NL 15334

Product B:  Gaviscon Advance Aniseed Flavour, contains 1000mg sodium
alginate and 200mg potassium bicarbonate per 10ml dose, 300 m! suspension in
bottle, PL C0063/0097 '

Product C:  Gaviscon Double Action Liquid, contains 500mg sodium alginate
213mg sodium bicarbonate, and 325mg calcium carbonate per 10ml dose, 300ml
suspension in bottle, PL 00063/0156 ’

Product D:  Control, contains 50.10mg lactose, 30.00mg mannitol, 15.00 mg
maize starch, 2.00mg povidone K30, 1.48mg citric acid anhydrous granular, 0.75mg
magnesium stearate, and 0.67mg sadium citrate per 100mg tablet, Batch No: 397280

All products including the stopwatches will be supplied by Reckitt Benckiser
Healthcare UK Ltd, Dansom Lane, Hull HU8 7DS, UK. The Gaviscon products
will be used as study drugs along with the control.

All drug supplies will be packed and labelled to GMP standards by the
Investigational Material Supply Unit (IMSU), Reckitt Benckiser Healthcare UK Ltd,
Dansom Lane, Hull HU8 7DS, UK. Market packs will be used. The Gaviscon
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. liquid products will be supplied as blinded and the control will be open label.
They will be shipped directly from the IMSU to Simbec Research.

11.2 Treatment Allocation

Each subject will receive each of the four study treatments over the course of the four
study visits. Allocation of treatments to visits will be based on a Latin Square design
using four allocation schemes e four different schedules for allocating treatments to
visits. The assignment of the allocation schemes to the subject will be randomised
by the RB Statistician according to a computer-generated randomisation schedule.
The randomisation schedule will be checked by a statistician not involved in the
analysis of the study. On entry to the study, subjects will be allocated a unique
subject number in numerical sequence. Study treatments will be allocated at each
study visit according to the allocation sequence assigned to the subject number.

In order to maintain the partial blinding of the study, the Gaviscon treatments (Test
products A, B and C} will have a blocked-out label, and will be labelled only with the
blinded treatment codes X, Y and Z. RB Clinical Trials Supply Unit will hold the
master code for the allocation of codes X, Y and Z to Test products A, B and C. The
randomised treatment allocation schedule will be an open list and will be prepared
using the blinded treatment codes X, Y and Z (and D for the control). At each visit
the Investigator will dispense the treatment allocated for the subject/visit by reference
to the randomisation list. Since this a partially biinded study and the Gaviscon liquid
products are essentially the same in formulation and obviously different from the
control, a code break in the event of an emergency is unnecessary. However, in the
event of a SAE, the Investigator should withdraw the subject from the study,
document the details of the event in the subject's case report form and promptly
inform the RB Clinical Project Manager.

RB will break the blinded treatment codes only after all data queries have been
answered and the database has been locked.

11.3 Dosage Instructions

Each treatment will be given as a single dose. At each treaiment visit, each subject
will be administered 10ml of the assigned Gaviscon liquid product orally from a spoon
or be given one sublingual tablet from a dosing cup, according to the randomisation
list. Each treatment dose will be administered. For the Gaviscon liquid treatments
from the bottle, a fresh bottle will be opened at each treatment visit; however, more
than one subject will be dosed from the bottle. For the Gaviscon liquid treatment
from the sachet, the 10ml from the sachet will be placed on the spoon and then
administered. For the control, each group (two groups of 10 subjects) will be dosed
from one bottle and told to place the tablet undemeath the fongue.
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11.4 Packaging
For Gaviscon Peppermint liquid in sachet:

= 10ml
= 48 sachets, each containing 10ml of liquid, will be provided, sufficient to treat 20
subjects in the randomised, partially blind phase.

For Gaviscon Advance liquid and Gaviscon Double Action liquid:

= 300ml
» 20 bottles, each containing 300ml of liquid, will be provided, sufficient to freat 20
subjects in the randomised, partially blind phase.

For the Control:

= 30 tablets
= 4 bottles, each containing 30 tablets, will be provided, sufficient to freat 20
subjects in the randomised, open label phase

11.5 Labelling

11.5.1 Investigational Product(s)

The label on the Study Medication and control will contain the following information:

For clinical trial use only, not for sale

STUDY MEDICATION [10ml, orally] OR [1 tablet, sublingually]

Study No.: GAQ706

Product: X,Y,ZorD

Expiry date: .

Storage: Store at room temperature, not above 30°C. Do not refrigerate.
Batch number:

Keep out of reach and sight of children

Directions for use: Shake well before use. Administer 10m! of liquid using the
provided spoon. OR Administer one tablet to be placed undemeath ;he tongue.,
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[nvestigator:' Dr Peter M Dewland, Simbec Research Ltd, Merthyr Tydfil, CF48 4DR,
Tel 01443 690977

Each subject will receive an emergency card, which will have the investigator site’s -
name, address & telephone number, and state that the subject is taking part in a
clinical study with the study number.

Since this is a partially blind study, each bottle and sachet will have a blocked-out
label and the open label control, will contain the product letter. Documentation for
the batch numper will be kept in the IMSU.

11.5.2 Supplementary Medication

The rescue medication during the second screening visit will be Maalox suspension
(PL 00050/5002RY), which will be supplied and administered by Simbec.

11.5.3 Outer Container Labels

The label for the box containing all drug supplies for Simbec will be packed in an
appropriate container and shipped to the Pharmacy contact at Simbec Research, Dr
Christopher Jeans. '

= For Clinical Trial Use Only
»  Study centre's address

= Sponsor centre's address

11.6 Accountability of Investigational Medicinal Product(s)

The Investigator will keep all study medication in a pharmacy or a secure storage
facility, accessible only to those individuals authorised by the Investigator o dispense
the medication.

The Investigator or designated individual will maintain an inventory. This will include
the description and quantity of study drug received during the course of this study, as
well as a record of the materials that are dispensed and retumed (how much, to
whom, and when). This inventory (“IMP Dispensing Log") will be subject to review by
the study monitor during monitoring visits.

The Investigator agrees not to supply study drug to any person except study
personnel and subjects in this study.

The study drug and control should be stored at room temperature below 30°C. it
should not be refrigerated or frozen. The phammacy has a fully automated air
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conditioning system, which is set fo control the temperature between 15 and 25°C,
and is monitored by daily readings of maximum/minimum thermometers placed in
various locations throughout the pharmacy.

11.7 ~  Disposal of Unused Investigational Medicinal Product(s)

Unused IMP will be returned to the RB IMSU. The Investigator agrees to conduct a
drug supply inventory, to record the results of this inventory (“IMP Removal from Site”
form) and to return it and all original drug containers, whether emply or containing
study medication and supplementary medication, to RB at the end of the study.

RB will arange for the appropriate and timely destruction of all returned study
medication following the end of the study.

11.8 Concomitant Therapies

Concomitant therapies are defined as prescribed medications, physical therapy, and
over-the-counter preparations, including herbal preparations licensed for medicinal
use, other than study medication and supplementary medication that the subject
receives during the course of the study.

The Investigator will record any medications given in treatment of adverse events on
the concomitant medication page in the subject's case report form. Any medication
taken by the subject during the course of the study should also be recorded on this
form. Any changes in concomitant therapy during the study will be documented,
including cessation of therapy, initiation of therapy and dose changes.

11.9 Prohibited Therapies

The use of the following treatments will not be permitted:

» Antacids, H; antagonists, mofility stimulants or other medicines for refief of
symptoms of acid reflux disease 24 hours prior to enrolment in the study or
during the study

» Proton pump inhibitors 48 hours prior to enrolment into the study or during
the study

Subjects who use these therapies during the study will be withdrawn from the study.

No drinking or eating will be allowed other than what is provided by Simbec during
the treatment visits. No alcohol will be allowed 48 hours prior to the treatment visits.
There will be no smoking allowed during the treatment visits.
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12 SAFETY ASSESSMENTS
12.1 Adverse Events
12.1.1 Adverse Event Definitions

Adverse Event (AE): Any untoward medical occurrence in a patient or clinical trial
subject administered a medicinal product and which does not necessarily have a
causal relationship with this treatment.

Comment: an adverse event can therefore be any unfavourable and unintended sign
(including an abnormal laboratory finding), symptom, or disease temporally
associated with the use of an investigational medicinal product, whether or not
considered related to the investigational medicinal product.

Adverse Reaction to an Investigational Medicinal Product (AR):  All untoward and

unintended responses to an investigational medicinal product related to any dose
administered.

Comment. all adverse events judged by either the reporting investigator or the
sponsor as having a reasonable causal relationship to a medicinal product qualify as
adverse reactions. The expression reasonable causal relationship means to convey
in general that there Is evidence or argument to suggest causal relationship.

Serious Adverse Event (SAE): Any untoward medical occurrence that at any
dose:

= results in death

= s life-threatening

* requires hospitalisation or prolongation of existing hospitalisation

» results in persistent or significant disability/incapacity

= is a congenital anomaly/birth defect

Comments: Life-threatening in the definition of a serious adverse event or serious
adverse reaction refers to an event in which the subject was at risk of death at the
time of the event; it does not refer to an event which hypothetically might have
caused death if it were more severe.

Medical judgement should be exercised in deciding whether an adverse
event/reaction s serious in other situations. Important adverse events/reactions that
are not immediately life-threatening or do not result in death or hospitalisation but
may jeopardise the subject or may require intervention to prevent one of the other
outcomes listed in the definition above, should also be considered serious.

Examples of such events are:
= intensive treatment in an emergency room or at home for allergic bronchospasm
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* blood dyscrasias or convulsions that do not result in hospitalisation
= development of drug dependency or drug abuse

Unexpected Adverse Reaction: An adverse reaction, the nature, or severity of which

is not consistent with the applicable product information (e.g. investigator's brochure
for an unauthorised investigational product or summary of product characteristics
(SmPC}) for an authorised product).

Comment: When the outcome of the adverse reaction is not consistent with the
applicable product information this adverse reaction should be considered as
unexpected. : -

Severity: The ferm “severe” is often used to describe the intensity (severity) of a
specific event. This is not the same as “serious,” which is based on patient/event
outcome or action criteria.

12.1.2 Information to be Collected on Adverse Events

Each adverse event will be recorded according to the criteria given below
“Relationship fo study medication” must be determined by the Investigator (if
medically qualified) or by a medically qualified Co-investigator.
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Variable

Category

Definition

Nature of AE

Any untoward medical occurrence in a subject or
clinical investigation subject administered a
pharmaceutical product and which does not
necessarily have to have a causal relationship with
this treatment.

An AE can therefore be any unfavourable and
unintended sign (including an abnormal laboratory
finding, for example), symptom, or disease
temporally associated with the use of a medicinal
product, whether or not considered related to the
medicinal product.

Date AE
started

The date on which the AE started. For recurrent
AEs, this is the date of onset of the first episode.

Time AE
started

The time at which the AE started. For recurrent AEs,
this is the time of onset of the first episode.

Date of change
in severity of
AE

The date on which the AE changed in severity. This
date equates to the finish date of the old severity
and the onset date of the new severity.

Time of change
In severity of
AE

The time at which the AE changed In severity. This
time equates to the finish time of the old severity
and the onset time of the new severity

Severity

Mild

Moderate

Severe

Severity will be determined by the Investigator. For
symptomatic AEs the following definitions will be
applied but medical experience and judgement
should also be used in the assessment of severity.

The AE does not limit usual activities; the subject
may experience slight discomfort.

The AE results in some limitation of usual activities;
the subject may experience significant discomfort.

The AE results in an inability to carry out usual
activities; the subject may experience intolerable
discomfort or pain.

Actions taken

None

Study medication
dose changed

Study medication
permanently
discontinued

Symptomatic therapy

Subject hospitalised

or hospitalisation
prolonged

Other action (specify)

No action was taken in relation to this AE,

The dose of study medication [or therapy] was
changed due to this AE, i.e. increases, decreases,
or temporary discontinuations.

The study medication [or therapy] was permanently
discontinued due to this AE

Symptomatic therapy was added or changed due to
this AE

The subject was hospitalised or hospitalisation was
prolonged due to this AE

Other action was faken due to this AE, edg.
diagnostic tests, laboratories and procedures.
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Variable

Category

Definition

Relationship to
study
medication

Definite

Probébte

Possible

Unlikely

None

An AE that follows an anticipated response to the
study medication; and that is confirmed by both
improvement upan stopping the study medication
{dechallengs), and reappearance of the reaction on
repeated exposure (rechallenge)

An AE that follows a reasonable temporal sequence
from administration of the study medication, that is
an anticipated response to the study medication;
and that could not be reasonably explained by the
known characteristics of the subject's clinical state
or concomitant therapy

An AE that follows a reasonable temporal sequence
from administration of the study medicines; that may
be an anticipated response to the study medication;
but that could have been praduced by the subject’s
clinical state or concomitant therapy.

An AFE that does not follow an anticipated response
to the study medication; which may be attributable
1o other than the study medication, and that is more
likely to have been produced by the subject’s clinical
state or concomitant therapy.

An AE that is known beyond all reasonable doubt 1o
be caused by the subject's state or concomitant
therapy.

Is the AE
serious?

Fatal
Acute life threatening

Required or
prolonged
hospltalisation

Resulted in persistent
or significant
disability or

_ incapacity

resulted in congenital
malformation or

See protocol section 13.1.

anomaly |
Date resolved The date on which the AE ceased to be present.
Time resolved The time at which the AE ceased to be present or
changed in severity. For recurrent AEs, this is the
time that the last occurrence of the AE ended or
changed in severity. The time for changes in
severity is derived. .
Outcome Ongoing The AE still persists
Resolved The AE is resolved
Permanent residual The subject is stabilised, but with sequelae from this
effect AE
Subject died

The sut'nject died whilst this AE was ongoing or as a
result of it.
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Variable Category Definition
Has the subject | Yes/No A query confirming whether the subject has a
ever experienced previous medical history of the AE at any time
this AE before? before entering into the study. If the subject has
experienced this AE before, brief details should
be given under additional information.
Additional Additional information regarding the AE
information
12.1.3 Procedure for Reporting Adverse Events

All adverse events that arise after the subject has received medication will be
recorded in the subject's case report form. Adverse events can be reported
spontaneously by the subject or in response to questioning or observation by the
Investigator or be a significant laboratory abnormality.

The Investigator will ask the subject: “"Are you experiencing any symptoms or
complaints?” at the baseline visit and *Have you had any symptoms or complaints;
since the last visit?” during the study. The investigator will also ask at the post-study
visit.

Assessments of the relationship of adverse events to study drug must be made by a

physician.

12.1.4 Procedure for Reporting Serious Adverse Events

In the event of a serious adverse event, the Investigator should telephone the RB
Clinical Project Manager, within 24 hours of knowledge of the event. The name and
contact number of the RB Clinical Project Manager will be provided to the
Investigator as part of the Clinical Trial Site File.

The Investigaior should not break the randomisation code except when it is
necessary to do so in order to ensure the subject receives appropriate medical care
(see Section 11.2).

The Investigator must inform histher local ethics committee/institutional review board
of all serious adverse events occurring in the study. '

12.1.5 Reporting to Regulatory Authorities

Serious and non-serious adverse events will be reported to the appropriate
regulatory authorities by RB, in accordance with the authorities’ requirements.
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12.1.6 Follow-up of Subjects Experiencing Adverse Events upon
Completion of / Withdrawal from the Study

All serious adverse events, and those which cause premature withdrawal of the
subject from the study, that have not resolved by the end of the study, will be
followed up by the Investigator until resoiution or until the Investigator believes there
will be no further change. This may involve the subject making additional visits fo the
centre.

All other adverse events (including clinically significant laboratory abnormalities) will
be followed up wherever possible to resolution or until the Investigator believes there
will be no further change, whichever is the earlier.

The minimum data required are the final outcome and date, which may be obtained
by the Investigator in a documented felephone conversation with the subject or
subject’s GP. '

12.1.7 Procedures for Subjects Experiencing Onset of Adverse
Events After Completion of the Study

If a subject experiences the onset of a serious adverse event within 24 hours of
completion of treatment 4, and, in the opinion of the Investigator, it is associated with
the study, it will be followed up and reported as described in section 12,1.4.

12.1.8 Treating Overdose

The dose of Gaviscon to be taken by subjects participating in this study is
substantially less than that required to cause overdose. Study drug will be
administered to subjects by trained Simbec personnel in strict accordance with the
protocol. Subjects will have no access to study drug other than that provided at
dosing. Therefore no guidance on the treatment of overdose is provided.

12.1.9 Pregnancy

If a subject is found to be pregnant after being dosed with study medication,

= promptly notify RB Clinical Project Manager
= withdraw subject from study

= perform study completion assessments

Since Gaviscon is permitted for use by pregnant women, a pregnancy follow-up will
not be conducted by RB Pharmacovigilance personnel. The data collected from the
subject will sfill be used.
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12.2 Clinical Laboratory Investigations

The following investigations will be made:

* Haematology (2.7ml EDTA monovette)

Haemoglobin (g/dL)

Red cells (10'%/L)

Haematocrit {ratio L/L)

Mean cell volume (fl}

Mean cell haemoglobin (pg)

Mean cell haemoglobin concentration (g/l.)

White cells (10°4.)

Platelets (10%L)

Differential white cell count (10°L), neutrophils, lymphocytes,
monocytes, basophils and eosinophils

0 0 0 0 0 0 0 0

» Biochemistry (9ml serum monovette)

Sodium {mmol/L)

Potassium (mmoi/L)

Urea (mmolil.)

Creatinine (umollL)

Uric acid (mmol/L)

Glucose (mmolfL)

Calcium {mmoliL)

Inorganic phosphorus (mmol/L)
Total bilirubin (umol/L}

Alkaline phosphatase (IU/L)
Alanine transaminase (IU/L)
Gamma glutamyl transferase (IU/L)
Alpha hydroxybutyrate dehydrogenase (IU/L)
Creatine kinase (JU/L)

Total protein (g/L)

Albumin (g/L)

Cholesterol (mmol/L)

Triglycerides {(mmol/L)

0O 00 0 00000 0 0D 0O O0CO0O 0 0 0

e Urinalysis

o pH, protein, glucose, ketones, bilirubin, blood, free haemoglobin,
urobilinogen. If abnormal results are found, microscopy and culture
will be conducted.
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e Viral Serology

o Hepatitis B surface antigen (positive or negative)
o Hepatitis C antibody (positive or negative)
o HIV screening (positive or negative)

» Drugs of abuse (including alcohol) (20ml urine) (+ve or =ve)

o Opiates, amphetamine, cannabinoids, cocaine, barbiturates,
benzodiazepines, methadone, ethanol

» Serum pregnancy test for females (4.5ml serum monovette) (+ve or —ve)

o hCG

12.2.1 Collection of Laboratory Samples

Blood samples will be collected and labelled in tubes provided by Simbec. Urine
samples will be collected and labelled in cups, provided by Simbec, at the screening
as well as treatment visits. All samples will be transporied immediately in a box to
the analytical laboratory and analyzed that day.

12.2.2 Labelling of Laboratory Samples

The unit's standard labels will be used for biological samples. These will be marked
with subject number, sampling time, study number and type of sample.

12.2.3 Reference Ranges

Up-to-date reference ranges for the above investigations will be obtained prior to the
start of the study and be updated as appropriate during the course of the study.
12.24 Laboratory Results Review

The Investigator will review the results and comment, on the laboratory resulis sheet,
upon all abnormal values, identifying those that are clinically significantly abnormal.
The Investigator will sign and date the laboratory results sheet, to indicate that the
review has taken place,

A copy of these results will be provided to RB.
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12.2.5 Good Laboratory Practice (GLP) Compliance

Confirmation of compliance with GLP will be required from the laboratory(ies)
.involved prior to the start of the study:

* The laboratory(ies) will be requested to provide documented evidence of GLP
compliance. This may be a staterment of compliance issued by the appropriate
national authority, or details of accreditatian by a recognised organisation.

An independent inspection of the laboratory(ies) by RB may be conducted.

12.3 Vital Signs, Physical Findings and other Observations
Related to Safety

Vital signs will be recorded and physical examinations will be conducted at the pre
study as well as at the post study. Subjects will be asked about adverse events at all
visits.

13 STATISTICAL CONSIDERATIONS

The statistical analysis will be undertaken by Simbec Research Ltd.

A detailed Statistical Analysis Plan will be finalised before the code for all subjects is
broken and prior to analysis of the study being carmied out. Any deviations from the
analyses described below will be included in the Plan, which will form Appendix
16.1.9 of the clinical study report.

All data recorded in the Case Report Forms (CRF) will be listed in the study
appendices and summarised appropriately.

* 131 Sample Size Justification

No statistical justification for the sample size in this study was petformed because
this is a pilot study, intended to provide variance estimates from whxch sample size
estimates for future studies can be derived.

13.2 Data to be Analysed

Since this is a pilot study the efficacy data from the three Gaviscon groups will be
formally analysed and the data from the control summarised.

. The following analysis populations will be used for analysis of study data:

Safety population: all subjects who are recruited to the study and receive at least
one dose of study medication. This population will be used for summaries of
demography and safety.
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* Intention fo treat (ITT) population: all subjects who are recruited to the study, receive
at least one dose of study medication and have efficacy data for at least one
treatment visit other than that for the contral, This population will be used for
summaries of efficacy data.

13.3 Demographics

Descriptive summary statistics will be provided for demographic and baseline
characteristics for all subjects who received any of the study treatments. For
continuous parameters, mean, standard deviation, median, minimum, and maximum
will be provided. For categorical parameters, the cell frequencies and percentage of
subjects in each demographic category will be provided.

13.4 Efficacy Analyses

13.4.1 Primary Efficacy Analysis End-point

The primary efficacy end-point is the amount of time to first perceived soothing effect
in the throatloesophagus (foodpipe),(assessed using a stopwatch). For a
subject/visit at which a soothing effect is not reported within 30 minutes, the result will
be reported as censored at 30 minutes.

The time to first perceived soothing effect will be summarised by treatment using the
number of subjects assessed, number of subjects with censored and uncensored
data, and either the mean, standard deviation, median, minimum, and maximum (if
all subjects provide uncensored data) or the median and minimum (when censored
data are reported). If there are no censored observations an upper one-sided 95%
confidence limit for the mean time to first perceived soothing effect will be computed.

The number and percentage of subjects who have a time to first perceived soothing
effect of no more than 5 seconds will be summarised by treatment. The lower one-
sided 95% confidence limit for the percentage of subjects who have a time to first
perceived soothing effect of no more than 5, seconds will be computed using exact
methods and summarised by treatment.

There will be no formal statistical comparison of data from the control and Gaviscon
groups,

13.4.2 Secondary Efficacy End-points

The secondary efficacy endpoints are:

* The time to first perceived cooling effect in the throat/oesophagus (foodpipe)
{(assessed using a slopwatch)
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e Would you describe any benefit you felt from this product as “instant”
(yes/no)?

» Did the product make your mouth/throat feel fresher (yes/no)?
s Willingness to use the product fo treat heartburn again (yes/no)

The time to first perceived cooling effect will be summarised using the same methods
as those for the time to first perceived soothing effect (see Section 13.4.1).

The three remaining parameters will be summarised by treatment using frequency
distributions. The lower one-sided 95% confidence limit for the percentage of
subjects who gave a positive response will be computed using exact methods and
summarised by treatment.

There will be no formal statistical comparison of data from the control and Gaviscon
groups.

13.4.3 Statistical Methods for Efficacy Analyses

No statistical comparisons between the four ireatments are required.

13.5 Safety Analyses

. All safety analyses will be presented for the Safety population.

13.5.1 Adverse Events

All treatment emergent adverse events will be listed and tabulated by treatment,
severity, relationship to therapy and primary system organ class according to the
latest version of MedDRA available at the time of database lock. In counting the
number of events reported, a continuous event, i.e. reported more than once and
which did not cease, will be counted only once; non-continuous adverse events
reported several times by the same patient will be counted as muitiple events.
Events present Immediately prior to first dose of study medication that do not worsen
in severity, will not be included. Events with start.dates during follow-up will not be
considered treatment emergent and will be listed separately.

Differences between treatment groups in the proportion of subjects reporting
{reatment emergent adverse events will be compared via the chi-square test.

13.5.2 Laboratory Data '

All laboratory data will be listed in the study appendices. Each pre-study baseline
laboratory value will be classified as low, normal, or high based on the reference
range and summarised by treatment.
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13.5.3 Vital Signs

Vital signs (blood pressure, heart rate and oral temperature) will be summarised by
study visit (Screening and Post Study Follow up) using mean, standard deviation,
minimum and maximum. Within subject changes in vital signs from Screening to
Post Study will also be summarised using the same parameters.

13.54 Other Variables Related to Safety

No other safety data will be summarised.

13.5.5 Subjects who are Withdrawn from the Study

All subjects who receive at least one dose of study medication will be included in the
analysis of safety. Reasons for, and the time of withdrawal, will be reported.

13.6 Interim Analyses

No interim analysis is planned for this study.

14 Quality Control and Quality Assurance Audit

14.1 Monitoring

The study will be monitored by site visits and meetings with the Investigator and co-
- workers(s) at intervals agreed with the Investigator. The anticipated monitoring
frequency will be stated in the Initiation Visit report. Monitoring will also involve, as
appropriate, correspondence and telephone contacts.

The Investigator, or a designated member of the Investigators staff, must be
available at some time during the monitoring visit to review the data and resolve any
queries and fo allow direct access to the subject'’s records for source data
verification.

At a site visit the case report forms should be made available in order that the
acouracy of their completion may be checked. Each completed set of case report
forms for each visit must be signed and dated by the Investigator, or a designated
member of the Investigator's medical staff, to verify the data and statements
submitted. Similarly all alterations must be initialled and dated by the Investigator or a
designated person, explained as necessary, with the original mistake left legible

14.2 Source Document Verification

On-site monitoring will also include source document verification (SDV). SDV is the
procedure whereby the data contained In the case report forms (CRFs) are
compared with the primary source data {e.g. patient notes, original recordings from
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automated instruments, X-ray films, ECG tracings, laboratory results) contained in
the subject records held at the investigational site, and thereby verified as accurate.

The Investigator must be aware that:

= 8DV is a part of the normal monitoring process. it will be carried out by
designated study personnel and wiil be done in such a way as to preserve subject
confidentiality, taking into account all ethical and legislative requirements.

= SDV will be camied out by direct comparison of entries made in the CRF with
appropriate source data. Direct access to source data requires that the subject
gives written, documented consent to this.

= Where source data are in the form of a computer print-out (e.g. medical records, *
ECG tracings) they will be made available by the Investigator to the monitor.
Each will be signed and dated by the Investigator or a designated person,
confirming that the print-out is a true and faithful record of the data for that
subject. These print-outs will be filed in the CRF.

= The RB Clinical Project Manager/Study Monitor will write an SDV Plan, specifying
which data require SDV and what constitutes source data. This plan will also
include the identification of any data to be recorded directly on the CRF and
therefore considered source data. The Plan will be agreed with the Investigator
and documented in the Initiation Visit Report. For all subjects, subject identity
(date of birth, sex, initials and subject number), record of entry into the trial and
signature of informed must be verified from source documents as a minimum. In
addition the following will be verified:

o The primary efficacy variable or data from which it is derived

o Diagnosis of the condition under investigation and other selected eligibility
criteria

o Delails of serious adverse events

It-is important that the subject's notes record important details about their
participation in the study. The Investigator or designated person will agree, as a
minimuym requirement, to record the following information in the subject’s notes:

= study number, brief description or title of study
= date that the subject gave written consent

= all visit dates

= all serious adverse events

14.3 Audit

In accordance with the standards defined in ICH GCP, clinical studies sponsared by
Reckitt Benckiser may be subject to an independent audit at the study site which will
be conducted by personnel from an appropriate Quality Assurance Unit. Full
consultation with the Investigator will be made prior to and during such audit, which
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will be conducted according fo Quality Assurance Unit Standard Operating
Procedures.

14.4 RB Policy on Fraud in Clinical Studies

In accordance with Good Clinical Practice, it is RB's policy always to follow up
suspected cases of fraud.

15 ETHICS

15.1 Ethics Committee/Institutiona! Review Board Review

Written approval of the study by an independent and appropriately constituted Ethics
Committee or Institutional Review Board must be obtained and a copy provided to
RB before any protocol-related procedures, that do not form part of the subject’s
nomal clinical freatment, are performed.

The approval letter must contain:

= name and address of the ethics committee

» date of meeting '

= sufficient information to identify the version of both the protoco! and subject
informationfinformed consent. _

= sufficient Information to identify the version of other documents reviewed.

The investigator must also provide RB with a list of Ethics Committee or Institutional
Review Board members that includes each member's name, sex and institutional
affiliation. ’

The Investigator must submit all protocol amendments to .the Ethics Committee or
institutional Review Board for approval and notify .them of any administrative
changes.

15.2 Subject Information and Consent

Prior to entering the study, the Investigator or designated assistant will explain to
each subject, the nature of the study, its purpose, procedures, expected duration,
alternative therapy available, and the benefits and risks involved in study
participation. Subjects will be given information and consent documents and the
opportunity to ask questions. They will be informed of their right to withdraw from the
study at any time without prejudice. After this explanation and before any study-
specific procedures have been performed, the subject, will voluntarily sign and date
the informed consent form. The person providing the information to the subject and, if
different, the Investigator (if medically qualified}) or a medically qualified Co-
investigator, will also sign the consent form. Prior to participation in the study, the
subject will receive copies of the written information and their signed and dated
consent document, plus any other written information provided to them,
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15.3 Informing General Practitioners

The Investigator will be responsible for informing the subject's general practitioner of
involvement in the study, using the standard Simbec Research template letfer.

16 REGULATORY REQUIREMENTS

16.1 Compete.nt Authority Authorisation

This study will be submitted to the Medicines and Healthcare Products Regulatory
Agency (MHRA) in the UK. The study will only be undertaken when regulatory
authorisation has been obtained by RB.

16.2 Curricula Vitae

A current curriculum vitae (CV) will be obtained from all personnel with significant
study responsibilities, i.e. the Principal Investigator and those to whom he/she has
delegated some of his/her responsibilities as an investigator and whose names
appear on the signature and delegation of duties forms (see below).

The CV will contain as a minimum the following information: name, current work
address, qualifications, current position and previous positions. It will be signed and
dated within 2 years of the start of the study. The CVs will be maintained on file by
RB.

Individuals to whom the Principal Investigator has delegated some of histher
responsibiliies as an investigator will be asked to provide sample signatures and
numbers from 0 to 9. The duties delegated to them will also be recorded on the
signature and delegation of duties forms,

17 DATA HANDLING AND RECORD KEEPING

171 Case Record Forms

The Investigator is responsible for the quality of the data recorded in the case report
form. The data recorded should be a complete and an accurate account of the
subject's record collected during the siudy. The Investigator and study monitor will
identify any data that will be recorded directly on the case report form such that the
CRF will be considered the source document (i.e. no prior written or electronic record
of the data). The study monitor will document this on the [nitiation Visit Report.

The Investigator must review all entries for completeness and correctness. When
changes or corrections are made on any case report form, the Investigator or
authorised persons must draw a single line through the error then initial and date the
correction, as well as stating the reason for the error, except when due to a
transcription error. The original entry should not be obscured.
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The Investigator agrees to complete and sign the case report forms in a timely
fashion after completion of each subject and make them available to the study
monitor for full inspection. In addition, any data queries prepared after the original
case report form has been completed should be answered promptly.

Before acceptance, the study monitor will review the case report forms for
completeness and adherence to the protocol. The top copy will be submitted to RB
for onward transmission to the organisation responsible for data management and a
second copy will be retained by the Investigator in the Trial Site File.

17.2 Retention of Essential Documentation

The Investigator should retain essential documents until at least 5§ years after the
completion of the study. These documents should be retained for a longer period,
however, if required by the applicable regulatory requirements or by an agreement
with RB. It is the responsibility of RB to inform the Investigator when these
documents no longer need to be retained.

Subject files and other source data must be kept for the maximum period of time
permitted by the hospital, institution or private practice. The Investigator must notify
RB if his/her institution's policy is to retain documents for a shorter period of time.

Records to be retained by the Investigator include, but are not restricted to the
following:

= Signed and dated study protocol and amendments

= Investigator's brochure (or relevant product information, eg Summary of Product
Characteristics) current at the end of the study and receipts for any earlier
versions.

* |nvestigator agreement.

= Signed and dated informed consent documents.

» Application(s) to ethics committee/ institutional review board

= Copies of approved advertisements,

= Ethics committee/ institutional review board approval letter(s)

= Ethics committee/ institutional review board composition.

= Regulatory authorisation (if appropriate)

s Curriculum vitae of the Investigator and personnel to whom he/she has delegated
some of hisfher responsibilities as an Investigator.

* Al clinical laboratory normal ranges in place during the study (if appropriate).

» Clinical laboratory accreditation cerlificate or certification of established QC
and/or external QA or other validations (if appropriate).

»  Details of study material/supplies shipment dates, batch numbers, method of
shipping etc. _

» Treatment allocation.

=  Study initiation report.
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=  Moniforing log.

= Case report forms and source data and primary records upon which they are
based.

» Serious adverse event reports.

* Notification by RB and/or Investigator to regulatory authorities/ethics committees/
institutional review board of serious adverse events including causality
assessments.

= Subiject identification log.

= Subject screening/enrolment log.

= Drug accountability logs.

» Signatures and responsibilities of personnel to whom the Invesiigator has
delegated some of his/her responsibilities as an Investigator.

= Records of any retained samples (if appropriate)

» Audit certificate (if appropriate).

= Annual/Final report(s) to the ethics committee/ institutional review board

=  Study report synopsis.

= Manuscript/publications of the study (if appropriate)

* Correspondence with RB {and monitoring organisation, if not RB)

= Correspondence with the ethics committee/ institutional review board.

17.3 Protocol Amendments

No change will be made to the agreed protocol without the prior written approval of
both the Investigator and the Clinical Project Manager except in circumstances where
the immediate safety of the subject is at risk, All protocol amendments require
IEC/IRB approval. Additionally the IEC/IRB will be notified of administrative changes.

Protocol amendments will be submitted to the same regulatory authority
approval/notification process as the study protocol.

18 FINANCIAL AGREEMENT

Before the study commences, a financial agreement will be signed. This will take the
form of a contract between RB and Simbec Research.

19 COMPENSATION AND INDEMNITY

19.1 Compensation

Compensation will be provided for any injury caused by taking part in this study in’
accordance with the guidelines of the Association of the British Pharmaceutical
Industry (ABPI).
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Compensation will be paid where the injury probably resuited from:-

= the drug being tested or administered as part of this protocol
= any test or procedure you received as part of the trial

Any payment would be without legal commitment.

Compensation may not be paid where
= The injury resulted from a drug or procedure outside the trial protocol
= The protocol was not followed

In any event, such compensation and freatment shall only be provided by the
Sponsor io the extent required by the applicable law.

19.2 Indemnity

RB will provide appropriate indemnity for the Investigator and staff who conduct part
or all of this study, upon request. The request must be received before the first
subject is recruited.

20 REPORTING, PUBLICATION AND PRESENTA;I'ION

- A clinical study report will be prepared as part of RB’s commitment to Gbod Clinical
Practice. The report will be a record of the total study conduct and will be subject to
approval by the Principal Investigator who will sign the final report.

The study data will be owned by Reckitt Benckiser. RB retains the right to publish the
data independently of the Investigator. RB agrees that before it publishes the results,
it will provide the Investigator with at least 30 days for full review prior to submission
of the manuscript o the publisher. The Investigator must submit any proposed
manuscript to RB for approval prior to submission for publication.

21 INVESTIGATOR RESPONSIBILITIES

21.1 Pre-Study
Before the start of the study the Investigator must:

i) Sign the final protocol.

if) Provide a list of appropriately qualified personnel to who he/she has
delegated some of hisher responsibilities as an investigator. The list will
include specimen signatures, hand-written digits 0-9 and a description of
delegated duties. The Investigator will ensure that this list is kept up-to-date
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21.2

throughout the study and that these personnel are fully informed of the
purpose of the study and their obligations.

iii) Provide RB with documentation of ethics committee approval (see Section

16)

iv) Provide RB with an up-to-date curriculum vitae. The Investigator should also

provide RB with CVs for all personnel to whom he/she has delegated some of
his/her responsibilities as an investigator and whose names appear on the
signature and delegation of duties forms.

v) Provide RB with specimen copies of any forms to be used in connection with

the study but not provided by RB.

vi) Where applicable, provide RB with reference ranges for laboratory tests

performed locally.

During the Study

The Investigator must:

Conduct the study at the study site according to the conditions, instructions
and restrictions contained in this study protocol.

if) Ensure that adequate time and facilities are available for the conduct of the
study and that these are maintained throughout the course of the study. '

iii) Ensure all materials provided by RB (protocol, drugs, case report forms,
investigational brochure efc.) are treated in the strictest confidence. None of
this material may be disclosed to any party not invalved in the study.

iv) Ensure that all study supplies are appropriated stored.

v) Ensure that written informed consent is obtained from subjects before any
study-related procedures are carried out.

vi) Enter all data legibly and sign the case report forms,

vii) Ensure subjects understand how to complete any relevant assessments.

vii) Be able to Iidentify all data pertaining to each subject by means of an
unambiguous code kept in the confidential record.

ix) To meet with the study monitor, or other of RB's personnel at a mutually
convenient time as frequently as RB deems necessary.

X) Report any serious adverse events to RB immediately by telephone.

xi) Ensure that individual randomisation codes are safely retained and returned
to BHI at the end of the study, the treatment codes are only broken in
accordance with this protocol, and that the monitor is informed when this is
done.

Xii) Ensure that he/she is familiar with the system of drug accountability for the
study. .

xiif)  Make no changes to the study without prior agreement of the RB Clinical
Project Manager.
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xiv) Make all data available to RB/monitor andfor relevant authority where
required for verification/audit/inspection purposes.

213 After the Study
On completion of the study the Investigator must:

i) Follow-up ongoing serious adverse events as described in Section
121.6 and 12.1.7.

i} Inform the EC/IRB of completion of the study.

jif) Arrange for long-term storage of the study records (see Section 17).
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Reckitt Benckiser

PROTOCOL APPROVAL

EudraCT Number:
Study Number:

Protocol Title:

2007-005821-31

- GAG706

A single-centre randomised, parfially blind, single dose, crossover
pilot study investigating the use of stopwatches to assess the onset of
action of soothing and cooling of Gaviscon Peppermint liquid, Double
Action’ Gaviscon liquid, Gaviscon Advance liquid, and a control In

subjects with heartburn following a refluxogenic meal.

Protocol Date: 13" November 2007
Version: Final
Phase: v

Reviewed and Agreed by:

Clinical Project Manager: Sta(?St:Ician: @
!/
Sinelio Lot TH. s/l J e R W)
“2r K Sarraty PhD Date grd Sy M Date
cKift Benckiser
R & D Manager: ’
L’SW@ nlu]o7

Dr 1 Jolifie, B Pharm Date  °

(Hens), MRPharm$S, PhD

Reviewed and Approved by:

Clinical Project Manager: Global ical Director:

S iAfrsilaa RN 13l 207

Dr S Aspley, PhD ' Date Dr P Berry MB, Ch8, MPH Date
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Reckitt Benckiser
PROTOCOL ACCEPTANCE BY THE PRINCIPAL INVESTIGATOR

EudraCT Number: 2007-005821-31
Study Number: GA0706

Protocol Title: A single-centre randomised, partially blind, single dose, crossover
pilot study investigating the use of stopwatches to assess the onset of
action of soothing and cooling of Gaviscon Peppermint liquid, Double
Action Gaviscon liquid, Gaviscon Advance iiquid, and a contro! in
subjects with heartburn following a refluxogenic meal.

Protocol Date: 13™ November 2007
Version: Final
Phase: v

Principal Investigator:

By my signature below, | hereby state that | have read, and agree to abide by the
conditions, instructions and restrictions contained in this protocol. | also agree to
ensure that all co-workers to whom [ delegate any duties have read and are familiar

with'thig, requirements of this protocol.
A ela ) Brsvor

Dr P M Dewland, BSc, MA, Date
MBBS, FFPM, DCPSA

Principal Investigator

Simbec  Research  Ltd,
Merthyr Tydfil, Mid
Glamargan, CF48 4DR

01443 690977

The information contained in this document is privileged and confidential. Do not
copy, circulate or otherwise distribute without written authority from the Reckitt
Benckiser, Clinical Project Manager.,

Study Sponsor:  Reckitt Bencksier Healthcare (UK) Ltd, Dansom Lane, Hull, HU8 708, UK

Telephone No: +44 (0) 1482 326151; Fax No: +44 (0) 1482 582172
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APPENDIX 16.1.2 SAMPLE CASE REPORT FORM (UNIQUE PAGES
ONLY).

In addition to this cover sheet, this appendix contains:

o The CRF (final version dated 11 Jan 2008) for study GA0706 (Simbec Study
RD266/24573 (43 pages).




SIMIBEC

CLINICAL RESEARCH AND DEVELOPMEINT

CASE REPORT FORM

GAVISCON INSTANTLY SOOTHING PILOT STUDY

(RD 266/24573)

A single-centre randomised, partially blind, single dose, crossover pilot study investigating
the use of stopwatches to assess the onset of action of soothing and cooling of Gaviscon
Peppermint liquid, Double Action Gaviscon liquid, Gaviscon Advance liquid, and a control

in subjects with heartburn following a refluxogenic meal.

Chief Investigator : Dr P M Dewland

Subject Number

Subject Initials

Subject A. Number
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% CLINICAL RESLARCH AND DCVELOPMENT

GAVISCON INSTANTLY SOOTHING PILOT STUDY

RD 266/24573

STUDY CONTACT INFORMATION

STUDY SPONSOR:

Reckitt Benckiser Healthcare (UK) Ltd
Dansom Lane

Hull

HUS8 7DS

TEL; 01482 326151

FAX: 01482 582172

SPONSOR EMERGENCY CONTACTS:

Dr K Sarratt
RB Clinical Project Manager
TEL: 01482 582397

Dr Phil Berry
RB Study Physician
TEL: 07734 056121

SIMBEC EMERGENCY CONTACTS:

Dr Peter M Dewland
Medical Director

Dr James Mullan
Senior Research Physician

On Call Physician : 07074 800900

Simbec Research : 0800 691995
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SIVIBEC

CLINICAL RESEARCH AND DEVELOPMENT

CASE REPORT FORMS

STUDY NAME: Gaviscon Instantly Soothing Pilot Study.

STUDY NUMBER: RD 266/24573

The data in these Case Report Forms are subject to audit by the Simbec Quality
Assurance Unit and the sponsor organisation.

Instructions For Completion of Case Report Form.
1. Printall entries with a black indelible/waterproof pen.

2. If an error is made, make a single straight line through the error and print the correct
data next to the deleted information. Do not obliterate or white out incorrect data.
Each correction must be initialled and dated by the person making the change.

3. No data are to be changed by writing over the incorrect entry. All corrections are to
be made as in 2 above.

4. Date is to be recorded as day-month-year; e.g.,
02/JAN/02

5. Time is to be recorded in a 24 hour format.
noon=12:00
midnight=00:00

6. Do not write in any shaded area.
7. Use only the following abbreviations:

If the answer to a question is unknown, write ‘“NK’ (Not Known)

If a question is not applicable, write ‘N/A” (Not Applicable)

If a requested test has not been done, write *"ND’ (Not Done)

If data is omitted, i.e. Actual Bleed Times, Staff Initials etc., write ‘NR’ (Not
Recorded)

Physicians should note any abnormal findings or out of range parameters as ‘CS’
(Clinically Significant) or ‘NCS” (Not Clinically Significant) and normal findings
as ‘N’ (Normal)
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CLINICAL RESEARCH AND DEVELOPMENT

e
S SIVIBEC
STUDY SUBJECT'S BASIC INFORMATION

STUDY NAME:  Gaviscon Instantly Soothing Pilot Study

STUDY NO.: RD 266/24573

SUBJECT INITIALS:

SUBJECT A. NUMBER:

SCREENING NUMBER:

SUBJECT NO.:

GROUP NUMBER

Information verified against subjects records

Print name in block capitals:

Signed: Date:
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SIVIBEC

CLINICAL RESEARCH AND DEVELOPMENT

KEY TO SUBJECT IDENTIFICATION NUMBERS THROUGHOUT

Study Name:_Gaviscon Instantly Soething Pilet Study Study No: RD 266/ 24573

Isa umque identifier asmgned to a volunteer when he/she is
recruited onto the volunteer panel. This number allows to reveal the
identification of a volunteer.

Screening number

Each volunteer is given a number (in numerical order) as they are
screened for a study.

This number is used for the volunteer in relation to the specific
study, up to dosing when they are given their subject number. Not
all volunteers who are screened are dosed, hence the two different
numbers.

Subject number

The subject number is the number assigned to a volunteer according
to the randomisation code and identifies the subject throughout the
study.

‘Z° number

Is a unique number assigned to samples, which are normally pre-
study screens or unexpected samples generated during a study. Z
numbers are not study specific.

‘G’ number

Is a unique number generated for a study sample, which is study,
subject and time point specific.
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Study Name:_Gaviscon Instantly Soothing Pilot Study

SINVIBEC

CLINICAL RLSEARCH AND DEVELOPMENT

DEMOGRAPHIC DATA

Study No: RD 266/ 24573

Date of subject signature of Informed Consent :

Version of Informed Consent;

Gender: MALE (| FEMALE a
Race: CAUCASIAN (W ASIAN: 00 AFRO-CARIBBEAN [O
SUBJECT D.O.B.: | l I |
d d mmm y vy
HEIGHT (cm) WEIGHT (kg} BODY MASS INDEX (kg/m°)

OTHER (W]

Does the subject have a tendency to experience symptoms of heartburn related to reflux, following

some meals (self-rated)? : (v as applicable)

History of drug, solvent or alcohol

- abuse? : (v as applicable)

Alcohol User : (v as applicable)

If "'YES' please specify weekly

amount

Tobacco User : (v as applicable)

If"YES' please specify daily amount

YES

NO

NO

units / week

NO

NO

/ day

Page 6 of 43

YES

(if “NO” exclude subject)

(if “yes”, exclude subject)

YES

YES

{1 unit = % pint beer, 1 glass wine, 1
measure of spirits)

(e.g- Cigarettes, Cigars, Tobacco

etc.

)
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& SIVIBEC

CLINICAL RESEARCH AND DEVELOPMENT

VITAL SIGNS and 12 LEAD ECG

Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

BLOOD PRESSURE ORAL
(after sitting for Smins) | ____/____mmHz | TEMPERATURE
HEART RATE : o
(radial pulse counted
for 30 seconds after
resting for 5 mins)

(beats/minute)

Review of Vital Signs | Staff Signature:

(v as applicable)
Normal Abnormal - Not Clinically Abnormal — Clinically

Significant Significant

If ‘abrormal-clinically significant’ please exclude subject,

If repeat Vital Signs required enter details to Additional Vital Signs (page 8)

Screening 12-Lead ECG

Was the screening 12-lead ECG taken? (v as applicable)

YES NO
Review of ECG (v as applicable)
Normal Abnormal — Not Clinically Abnormal - Clinically
Significant Significant

If “abnormal- clinically significant”, please comment and exclude subject:

Repeat ECG required? (v as applicable)

If “Yes’ please enter details to Additional 12 Lead
NO YES ECG’s (page 8)

FEMALES ONLY

N/A (v)

Method of Contraception:

Print name in block capitals:

Signed: Date:
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Study Name: Gaviscon

% SIMBEC

CLINICAL RESEARCH AND DEVLLOPMENT

ADDITIONAL VITAL SIGNS & 12 LEAD ECG

Instantly Soothing Pilot Study

Study No: RD 266/ 24573

N/A ()

Repeat Vital Signs

Date:

Actual Time

d d m m m

Sitting

Pulse ’

‘Blood Pressure

Staff Initials

Temperature

l °c

immHg

Review of Vital Signs

| Staff Signature:

(v as applicable)
Normal Abnormal — Not Clinically Abnormal — Clinically
Significant Significant
If ‘abnormal-clinically significant’ please exclude subject.
N/A )

Repeat 12-Lead ECG

| L

d d m m

m_y ¥

YES

Normal

Review of ECG (¥ as applicable) :

Was the additional 12-lead ECG taken? (v as applicable)

NO

Abnormal - Not Clinically
Significant

Abnormal — Clinically
Significant

If “abnormal- clinically significant”, please comment and exclude subject:

Page 8 of 43
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SIVIBEC

E CLINICAL RESEARCH AND DEVELOFPMENT

RELEVANT MEDICAL HISTORY
AND CURRENT DISORDERS

Study Name: Gaviscon Instantly Soothing Pilot Stud Study No: RD 266/ 24573

Has the subject experienced a Condition/Illness in 14 Days prior to study entry?

(v as applicable) YES NO If'YES' please complete details on
page 10
Is the subject currently taking medication, or have they taken any therapy in the 48 hours prier to study entry?
(v as applicable) YES NO If "'YES' please complete details on
page 11
Does the subject have any relevant medical history?
(¥ as applicable) YES NO If'YES' please complete details
below
SYSTEM DETAILS DATES <CLINICALLY
where available or Not Known (NK) YES NO
Start Date | End Date | Ongoing(v') {¥) (v}
E.N.T,
OPHTHALMOLOGICAL
DERMATOLOGICAL
CARDIOVASCULAR
RESPIRATORY
GASTRO-INTESTINAL

GENITO-URINARY

NEUROLOGICAL

PSYCHIATRIC

MUSCULOSKELETAL

ENDOCRINOLOGICAL

ALLERGIES

Print name in block capitals:

Signed:

* If “‘Clinically Significant’ exclude from study.

Date:
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SIVIBEC

CLINICAL RESLARCH AND DEVELOPMENT

'SCREENING = VISIT 2. 5] VIROLOGY

Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

Date : | | | ]
d d mmmy vy
Hepatitis Screen: (v as applicable)
Hepatitis B Surface Antigen (HBsAg) Negative Positive
Hepatitis C antibody Negative Positive

If “Positive’ exclude from the study

HIV Screen: (¥ as applicable)

HIV Negative Positive

If “Positive’ exclude from the study
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SIVIBEC

CLINICAL RESEARCH AND DCVELOPMENT

I _ LABORATORY RESULTS
[SOREENING - VISTI-
Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

:Subje
Finitials’
Laboratory Evaluation
Screening: Were the screening blood and urinalysis samples taken?
(Biochemistry, Haematology and (vas applicable)
Urinalysis)
YES Staff Initials
Date: -
Review of blood and urinalysis results (v as applicable):
q I d m l ™ l m Y I Y Normal Abnqr_ma] Al?qormal
Not Clinically Clinically
Significant Significant

Please enter Z Number below:

Did any of the results need repeating (v'as applicable)
YES NO

If “Yes’ please enter details below.

Repeat Laboratory Evaluation

Date: Were additional blood and/or urinalysis samples taken?
| | | (v as applicable)
d d m m m y vy YES Staff Initials

Review of blood and/or urinalysis results (v as applicable):

Please enter Z Number below:
Normal Abnormal Abnormal
Not Clinically Clinically
Significant Significant

Did any of the results need repeating (v as applicable)
YES NO

If ‘Yes’ please enter details to Additional Laboratory Samples Page 39.

Result of Drugs of Abuse screen taken during Sereening: (v as applicable):

NEGATIVE POSITIVE A positive result will exclude the subject
from the study

Result of Pregnancy Test taken during screening: (v as applicable):

NEGATIVE POSITIVE N/A A positive result will exclude
the subject from the study
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STUDY INCLUSION CRITERIA

SIVIBEC

CTLINICAL RESEARCH AND DEVELOPMENT

Study No: RD 266/ 24573

Please answer alf questions by ticking the appropriate box,

TICK BOX

YES

Age: > 18 years < 80 years

Status: Members of the Simbec Volunteer Panel who state (self-
rated) that they have a tendency to experience symptoms of
heartburn related to reflux, following some meals.

Primary diagnosis: Those with self-rated at least moderate
heartburn within 60 minutes following ingestion of a
standardised refluxogenic meal at the screening visit.

Subjects who have given written informed consent.
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SIMIBEC

CLINICAL RESEARCH AND DEVELOPMENT

STUDY EXCLUSION CRITERIA

Study No: RD 266/ 24573

Please answer all questions by ticking the appropriate box.

TICK BOX

NO

1. | Those who have suffered a recent, significant unexplained weight loss [73%:2
of 6-7kg in the last 6 months.
2. | Those who have experienced any gastrointestinal bleeding within the

last 12 months. i
3. | Those with difficulty in swallowing.

4. | Those with a history and/or symptom profile suggestive of Zollinger- |}
Ellison syndrome, gastric carcinoma, previous or current peptic ulcer |}
disease, pernicious anaemia, Barrett’s oesophagus or systemic ‘
sclerosis

5. | Those with known hypophosphataemia or phenylketonuria.

Those with severe constipation or history of colonic stenosis.

7. | Those who have taken any antacids, H, antagonists, motility
stimulants/prokinetics or other medicines for relief of symptoms of
acid reflux disease within the previous 24 hours prior to screening,

8. | Those who have taken proton pump inhibitors within the previous 48
hours prior to screening.

9. | Those with a history of drug, solvent or alcohol abuse,
10. | Those with any previous history of allergy or known intolerance to -‘
any of the study drugs or following formulation constituents, sodium [

alginate or potassium bicarbonate.

11. | Those who are receiving treatment for their upper gastrointestinal
problems or gastro-oesophageal reflux disease from their GP.

12. | Those unable in the opinion of the Investigator to comply fully with
the study requirements, ¥

13. | Those currently participating in a clinical study or who have
participated in any other clinical study within the last 30 days.

14. | Those who have previously participated in this randomised study.
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SIVMIBEC

CLINICAL RESEARCH AND DEVELOPMENT

STUDY EXCLUSION CRITERIA CONTINUED

Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

Please answer all questions by ticking the appropriate box,

15. | Woman of childbearing potential, who are pregnant or lactating,
seeking pregnancy or f{ailing to take adequate contraceptive |
precautions, (i.e. an oral or injectable centraceptive, an approved
hormonal implant or topical patch, an intrauterine device, abstinence |
[should the subject become sexually active, she must agree to use a
double barrier method] or condoms/diaphragm and spermicide). A |
woman of childbearing potential is defined as any female who is less [&2n7
than 2 years post-menopausal or has not undergone an hysterectomy |
or surgical sterilisation, e.g. bilateral tubal ligation, bilateral :
ovariectomy (oophorectomy).

16. | Those who are on steroids or non-steroidal anti-inflammatory drugs.

17. | Those who are diabetics.

Is the subject eligible to attend the second YES NO H *NO’ please complete
Screening visit? (v'as applicable) Study Termination page.
Physician’s Signature: Date:
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SIVIBEC

CLINICAL RESEARCH AND DEVELOPMENT

REFLUXOGENIC MEAL and HEARTBURN

Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

Has at least 48 hrs passed since Screening Visit 1?

(vas applicable) YES

Refluxogenic meal start time:

Refluxogenic meal finish time:

Onset of heartburn time;

(Must be within. 60 mins of finishing meal)

Date : [ ] | |

NO d d mmmy vy

| (24 hour clock)

Degree of heartburn experienced by the subject (Self-rated): (v as applicable)

NONE
{Exclude subject)

MILD
(Exclude subject)

MODERATE SEVERE

* AT END OF 60 MIN OBSERVATION PERIOD (OR EARLIER IF REQUESTED) ALL SUBJECTS WILL BE
PROVIDED WITH 10ML OF MAALOX, IF NECESSARY, TO RELIEVE THEIR SYMPTOMS.

ENROLMENT STATUS
Did subject satisfy all of the Inclusion and YES NO If "NO” please comment
Exclusion Criteria? (v as applicable) below.
Is the subject suitable for enrolment onto YES NO If *NO’ plea_se (fomplete
the study? (v'as applicable) Study Termination page 42,

Physician’s Signature:

Date:
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&> SIMBEC

_;%E CLINICAL RESEARCH AND DEVELOPMENT
SCREENING COMPLETION
Study Name: Gaviscon Instantly Soothing Pilot Stud Study No: RD 266/ 24573

OUTCOME OF SCREENING:-

TICK BOX

1 | Entered Study

2 | Not Eligible (Please specify below.)

3 | Withdrew Consent

4 | Other (Please specify below)

Date screening completed: | | I |

Comments:

Signed: Date:
(Research Physician/Principal Investigator)
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SIVIBEC

CLINICAL RESEARCH AND DEVELOPMENT

QUALITY CONTROL FORM (SCREENING)

Study Name: Gaviscon Instantly Soothing Pilot Stud Study No: RD 266/ 24573

DATE Clél;: QUESTION QC’d | QUERY TO:- RESOLVED BY
PA {(STAFF
No. BY MEMBER) INITIALS | DATE
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SIMIBEC

CLINICAL RESEARCH AND DEVELOPMENT

SCHEDULE OF EVENTS FOR TREATMENTS 1, 2, 3 AND 4

Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

08.00 (approx):

*  Subject will report to Simbec Research Centre.

* Confirm no prohibited medication (medicines to relieve heartburn) and no alcoho! has been consumed
within the previous 48 hours.

* Check any Adverse events since previous visit.

* Urine sample (DOA x 8 and for females, pregnancy test).

09.00 (approx):
* Subject provided with light breakfast.

* Fast for at least 4 hours.

13.00 (approx):

* Subject provided with a standardised refluxogenic meal (60% fat) and must lie down after consumption.

* Subect must experience AT LEAST MODERATE symptoms of heartburn within 60 minutes of finishing
meal. If no heartburn is experienced within this time, the subject is allowed to leave (but is required to
stay on site for 30 minutes beforehand).

* Subject must attract the attention of the study nurse AS SOON as they experience at least moderate
symptoms of heartburn.

* DOSE and start SOOTHING and COOLING Stopwatches immediately.

* Subjects to stop soothing and cooling stopwatches when the corresponding effects of the medication are
felt (i.e. AS SOON as cooling sensation is experienced, subject is to press STOP on the COOLING
STOPWATCH).

* After 5 minutes, ask the subject if they felt any instant benefit from the product.

* The treatment study period will be for 30 minutes after dose.

* At the end of this study period, subject will be asked whether or not they would be willing to use the
product again, if they experienced any adverse effects, and if their mouth/throat felt fresher afier
treatment.

The clinical and data collection procedures for all 4 treatment visits will be exactly the same BUT each
subject will receive an alternative treatment according to the randomisation schedule and there will be
2-7 day(s) washout period between treatments,
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SIMIBEC

R CLINICAL RESEARCH AND DEVELOPMENT

DOSE ADMINISTRATION RECORD

Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

Date : | | | [
(¥ as applicable) YES NO d d mmmy vy
Has photographic ID been confirmed? (v as applicable):
YES NO Staff initials.:

If NO please comment on additional notes page 41.

Result of Drugs of Abuse & Ethaneol screen taken on Treatment Visit 1 (v as applicable):

NEGATIVE POSITIVE A positive result will exclude the subject
from the study

Result of Pregnancy Test taken on Treatment Visit 1: (v as applicable):

NEGATIVE POSITIVE N/A
(exclude from study)

Is the subject experiencing any symptoms or complaints? (v'as applicable):

YES NO If ‘yes’ please complete adverse events page 33.

Has there been any changes in the Subject’s medical history since the previous visit?
(¥ as applicable):

NO YES If ‘YES’ please complete Screening Conditions/Ilinesses
and Concomitant Medication pages 11 and 12.

Is Subject eligible for dosing? (v as applicable):

YES NO If *“NO’ please complete Study Termination
page 42.

STUDY DRUG ADMINISTRATION: TREATMENT VISIT 1

Date Time Administered By Checked Treatment assigned
By (i.e. X, Y,ZorD)

EEEEEEEER

(24 hour
clock)
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SIMBEC

CLINICAL RESEARCH AND DEVELOPMENT

DOSE ADMINISTRATION RECORD

Study No: RD 266/ 24573

Has there been a 2-7 day washout penod since the previous
treatment visit? (v'as applicable)

YES NO

Has photographic ID been confirmed? (v as applicable):

YES NO Staff initials.:
If NO please comment on additional notes page 41,

Result of Drugs of Abuse & Ethanol screen taken on Treatment Visit 2 (v as applicable):

NEGATIVE POSITIVE A positive result will exclude the subject
from the study

Result of Pregnancy Test taken on Treatment Visit 2: (v as applicable):

NEGATIVE POSITIVE N/A
(exclude from study)

Has the subject had any symptoms or complaints since the last time they were asked?
(v as applicable):
YES NO  If‘yes’ please complete adverse events page 33.

Has there been any changes in the Subject’s medical history since the previous visit?
(v"as applicable):

NO YES  IfYES’ please complete adverse events (page 33) and
Concomitant Medication (page 36).

Is Subject eligible for dosing? (v" as applicable):

YES NO If ‘NO” please complete Study Termination
page 42,

STUDY DRUG ADMINISTRATION: TREATMENT VISIT 2

Date Time Administered By Checked Treatment assigned
By (lLeX,Y,ZorD)

(24 hour
clock)
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Study Name: Gaviscon Instantly Soothing Pilot Study

SIVIBEC

CLINICAL RESEARCH AND DEVELOPMENT

DOSE ADMINISTRATION RECORD

Has there been a 2-7 day washout period since the previous

treatment visit? (v'as applicable)
YES NO

Has photographic ID been confirmed? (v'as applicable):

YES NO Staff initials.:

Date : | | f |

1f NO please comment on additional notes page 41.

Result of Drugs of Abuse & Ethanol screen taken on Treatment Visit 3 (v as applicable):

NEGATIVE POSITIVE A positive result will exclude the subject
from the study

Result of Pregnancy Test taken on Treatment Visit 3: (v as applicable):

NEGATIVE POSITIVE
(exclude from study)

N/A

Has the subject had any symptoms or complaints since the last time they were asked?

v as applicable):

YES NO  If‘yes’ please complete adverse events page 33

Has there been any changes in the Subject’s medical history since the previous visit?

(v'as applicable):

Is Subject eligible for dosing? (v as applicable):

page 42,

NO YES  IfYES’ please complete adverse events (page 33) and
Concomitant Medication (page 36).

YES NO If “NO’ please complete Study Termination

STUDY DRUG ADMINISTRATION: TREATMENT VISIT 3

Date Time Administered By Checked
By

Treatment assigned
(ie. X,¥,ZorD)

iIENERENEE

(24 hour
¢lock)
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SIviBEC

CLUNICAL RESEARCH AND DEVELOPMENT

DOSE ADMINISTRATION RECORD

Study Name: Gaviscon Instantly Soothing Pilot Study

Study No: RD 266/ 24573

Has there been a 2-7 day washout perlod since the previous
treatment visit? (v'as applicable)

YES NO

Has photographic ID been confirmed? (v as applicable):

YES NO Staff initials.:
If NO please comment on additional notes page 41.

Result of Drugs of Abuse & Ethanol screen taken on Treatment Visit 4 (v as applicable):

NEGATIVE POSITIVE A positive result will exclude the subject
from the study

Result of Pregnancy Test taken en Treatment Visit 4: (v as applicable):

NEGATIVE POSITIVE
(exclude from study)

N/A

Has the subject had any symptoms or complaints since the last time they were asked?

(v as applicable):

YES NO If ‘yes’ please complete adverse events page 33

Has there been any changes in the Subject’s medical history since the previous visit?

(¥"as applicable):

Is Subject eligible for dosing? (v as applicable):

page 42.

NO YES  If ‘YES’ please complete adverse events (page 33) and
Concomitant Medication (page 36).

YES NO If *“NO’ please complete Study Termination

STUDY DRUG ADMINISTRATION: TREATMENT VISIT 4

Date Time Administered By Checked
By

Treatment assigned
(ie. X, Y,Zand D)

(24 hour
clock)
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CLINICAL RESEARCH AND DEVELOPMENT

DEMOGRAPHIC and SAFETY DATA

[FPOSTSTIDY-
Study Name: Gaviscon Instantly Soothing Pilot Study

BLOOD PRESSURE ORAL
(after sitting forSmins) | ____/____mmHg | TEMPERATURE | ——— (O
HEART RATE -
(radial pulse counted
for 30 seconds after — (beats/minute)

resting for 5 mins)

Review of Vital Signs | Staff signature:

(v as applicable)
Normal Abnormal — Not Clinically Abnormal — Clinically

Significant Significant
If “abnormal-clinically significant’ please complete Adverse Event page 33.
If repeat Vital Signs required enter details to Additional Vital Signs page 37

Laboratory Evaluation

Post Study Were the post blood and urinalysis samples taken? (v'as applicable)
{Biochemistry, Haematology and o
Urinalysis) YES Staff Initials
Review of blood and urinalysis results (v as applicable):
Date: | | ‘ l Normal Abnormal Abnormal
d d mmmy y Not Clinically Clinically
Significant Significant
Please enter G Number below: Did any of the results need repeating (v as applicable)
YES NO
If “Yes’ please enter details to Additional Laboratory Samples page 39
12-Lead ECG
Was the Post Study 12-lead ECG taken? (v as applicable)
YES NO
Review of ECG (v as applicable) : .
Normal Abnormal — Not Clinically Abnormal - Clinically
Significant Significant

If “abnormal clinically significant”, please specify below and complete Adverse Event page 33:

Repeat ECG required? (v as applicable)

If *Yes’ please enter details to Additional 12 Lead ECG’s
NO YES page 38
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HPOSTSTUDY:: ]

SIVIBEC

CLINICAL RESEARCH AND DEVELOPMENT

ADVERSE EVENTS
Study Name:_Gaviscon Instantly Soothing Pilot Stud Study No: RD 266/ 24573
“Nunibef:”:
Instructions and definitions Adverse Events

Any serious AE or AE that gives rise to significant cause for concern must be reported to the study
directorwithin 24 hours of knowledge of the event,

Use one AE form fo record the details of one Adverse Event and its course during the trial.

= Complete thefirst panel as soon as you become aware of the AE.

»  Complete the third pane! only when the outcome of the event is known. Do not tick the "ongoing* box
unlessthe AE is still ongoing at the end of the study

+  Complele the second panel only if the AE changes in severity.

Notes:

@ Important Medical Events that may not be immediately fife-threatening or result in death or hospitalisation
but which may jeopardise the subject or require intervantion to prevent one of the other outcomes listed in the
seriousness criterla above should also usually be considered as serious adverse events. However, clinical
and scientific judgement should be used in the interpretation of the underlying circumstances.

@ Severity will be determined by the investigator. For symptomatic AEs the following definitions will be applied:
*  Mild-The AE does notlimit usual activilies; the subject may experience slight discomfort,

. gﬂoder?te - The AE results.in some limitation of usual activities; the subject may experience significant
iscomfort.

*  Savere - The AE resulis in an inability to carry out usual activities; the subject may experience intolerable
discodmforl or pain. Medical experience and judgement shouid also be used in the assessment of
severity.

@® Report as for serious AE and contact the Study Director. Please give datalls in "Additional Information”
sectionin the third panel.

@ Complete "Final Evaluation” form.

@ Has the subject ever experienced this AE before? A query confirming whether the subject has
experienced this AE before, brief detalls should be given under "Additional information®,

@ Relationship to study drug must be determined by a physician. The following guidance should be used:

¢ Definite - an AE ihat follows an anticipated response to the study medication; and that is confirmed by
both improvement upon stopping the study medication (dechallenges), and reappearance of the reaction
onrepeated exposure {rechallenge).

* Probable - an AE that follows a reasonable temporal sequence from adminisiration of the study
medication, that is an anticipated response to the study medication; and that could not be reasonably
explained by the known characteristics of the subject's clinical state or concomitant therapy.

* Possible - an AE that follows a reasonable temporal sequence from administration of the study
medicines; that may be an anticipated response 1o the study medication; but that could have been
preduce by the subject's clinical state or concomitant therapy.

*  Unlikely - an AL that does not follow an anticipated response to the study medication; which may be
attributable to other than the study medication, and that is more likely to have been produced by the
subject's clinical state or concomitant therapy.

¢ None -an AE that is known beyand all reasonable doubt to be caused by the subject's clinical state or
concomitant therapy.
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SIMBEC

CLINICAL RESEARCH AND DEVELOPMENT

ADVERSE EVENTS

Study Name:_Gaviscon Instantly Soothing Pilot Stud Study No: RD 266/ 24573
Bubjéctia jec

it

umber-

DT e T A ey e g

< s g L

e Ao u T
Ln.‘lp {1 LSRN

e TN, i s e o VT 1
PP R LTI ey £

Nature
of AE

[

Has the subject ever
experienced this AE before?®

L) O

o[ fatal or[] resulted in congenttal
Is this a serious =, 2 a1 acute life threatening » .malformahonlanomaly
adverse event 7 ; D es{_] required or prolonged hospitalisation  c{J) important medical event©®
@ s 1 resulted in persistent ar significant
disabiiity or incapacity
. day  month  year Severity® Action taken {more than one box may be ticked)
Date AE l I f ' l l ‘ ! Ol mild 12f I none
i started 5 I {“Imoderate 1] hospitalised or hospitalisation prolonged®
(24 hour clock) ] severe 14[] symptomatic therapy
Time AE n (compilete concomitant-medicalions page)
started 1s[_] study'medication dose changed
1 yes no. 15[ ] study medication permanentty discontinued®

u_] other adionl

Complete additional information box below

Date & time of ¢change-in severity of AE

» [
changed s

day month year Severity® Action taken {more than one box may be ticked)
Date severity I | ' | I I —l 3 mitd =[ 1 none
changed L [Imoderate  x[] hospitalised or hospitalisation prolonged®
(24 hour clock) l; severe 2] symptomatic therapy
Time severity (complate concomitant medications page)
changed 2] study medication dose changed
-t B 26| study medication permanently discontinued®
5 21 other acﬁon[ |
day month year Severity® Aclion taken (miore than one box may be ticked)
Date severity £ mild a1 none
= changed L O moderate =[] hospitalised or hospitalisation prolonged®
(24 hour clock). ;i severe x[] symptomatic therapy
Time severity 1 (complete concomitant medications page)

[ 1 study medication dose changed !
as[] study medication permanently discontinued®

[ other actionL

I el

TR -’,r. :__
I

P

-, {Plaase complite the'rest:of'this ‘page'when-final-outcome of AE; Is knbwn. .

Outcome of AE tick one box onfy

Relationship to study drug°

day month year tick one box only
[] Resolved - "] Permanent residual effect - ! | | | I L I so[] definite
¥ give date of resolution,  give date when diagnosed ; 3 probable
and time if known as permanent (24 hour clock) 7 possible
] Ongeing 1 Subject died - give date of (5 unlikely
death,and time if known [ none
£
! Additional Information
,.“,.._‘,,. T P R S A A T b
b ; month year Physici
ate o f ysician
signature z_]_J {_l__| L__, signature o
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Study Name:

SIMIBEC

CLINICAL RESEARCH AND DEVELOPMENT

ADVERSE EVENTS
Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

igf;sh;ti;j'écf 3
ANumber:

=1 Nature
N of AE .
- 0
: o2 fatal orf] resulted in congenital
‘": ]S this a seﬂous yes ho mt] acute life lhreatening malformaﬁum’anomaiy
b adverse event 7 D E os[] required or prolonged hospitalisation oe[] important medical event®
S oz ws[_} resulted in persistent or significant
3 disabifity or incapaclty
- day  month  year Severity® Action taken {more than one box may be ticked)
i, Date AE I | | I I [ I —] 1 mild 12[(] none
. started ¢ {Jmoderate  13[] hospitalised or hospitalisation prolonged®
i (24 hour clock) [ severs 14[] symptomatic therapy
1 Time AE n {complste concomitant medications page)
- started DID 1s[_] study medication dose changed
37 10 yes no 1] study medication permanepily discontinued®
i3 Has-the subject ever [ other actionL
i1 experienced this AE before?®
- P ® Complete zdditional information box below
Date & time of change-in severity of AE
. day month year Sevaerity® Action taken (more than one box may be ficked)
Date severity ] l [ 1| [ ] 1 mitd 2 }none
changed ’_l__l1 . [Imoderste  x[] hospitalised or hospitalisation prolonged®
(24 hour clock) [!_T] severs 24] symptomatic therapy
b Time severity (complete concomitant madicalions page)
o5 changed 26[_] study medication dose changed
- 20 2s[_] Study rmedication permanently discontinued®
g 21[] other action L i
‘ . day month year Severity® Aclion taken (more than one box may be fickeet)
] Date seventyl I l ! l | f | | [t mild s none
o’ changed % : : (Imoderate 3] hospitafised or hospitalisation proionged®
* {24 hour clock) [;] severe 1a[_] symptomatic therapy
2} Time severity {(complete concomitant medications page)
k3 changed DID a3 study medication dose changed ]
= 15[} study medication permanently discontinued® oy
- 3s[] other actionl —| jas]
S iS5 iPleana complete thie festof this page:whenfinal:outcome of AE 1S kabwni . " o .~ 1"
Outcome of AE fick one box enly Relationship to study drug
day. month year tick ane hox only
] Resolved - [ Permanent residual effect - ! l ] definite i
¥ give date of resolution,  give date when diagnosed | probable N
and time if known as permanent (24 hour clock) {7 possible i
(J ongoing [ Subject died - give date of [ uniikely
death,and time if known {J none
Additional information
-41 ~ EER I T il ., o T T
day month year L. [
Date of 1 0] | I I | Physician
signature o1 |1 | . signature 4:L 4+
i
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CLINICAL RESEARCH AND DEVELOPMENT

CONCOMITANT MEDICATION RECORD

& SIvIBEC

Study Name: Gaviscon Instantly Soothing Pilot Stud Study No: RD 266/ 24573

instructions Concomitant Medication
Notes:
Productname: Enter either brand or generic name. If a combination product is being taken, enter the
brand name,
Dose: Enter the dosage regimen of the medication, not the total daily dose. Ifa
combination product is being given, enter the number of 1ablets, volume of liquid,
etc.
Units: For medications containing a single active moiaty, enter the unit (eg mg, meg, mil). if

a combination product is being given, enter the dosage form, eg. tablet, teaspoon,

Frequency: Use the following abbreviations:
od - once daily
bd - twice daily
{ds - three times daily

qds four times daily
pm - asrequired
nocte - at night

Route: Use the fellowing abbreviations;
po - oral
top - topical
inh - inhaled
bue - buccal/sublingual
rec - rectal
Stop date: If medication wili continue beyond the end of the subject's participation in the study,

draw a horizontal line through the boxes,
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Study Name: Gaviscon Instantly Soothing Pilot Study

& SIMIBEC

2 CLINICAL RESEARCH AND DEVELOPMENT

=

~ CONCOMITANT MEDICATION RECORD
Study No: RD 266/ 24573

Product name Dose Unit Frequency Route
H 1
| I | 1L
& 7] ) & 5
Reason taken
| | ]
= month year day month year
mIOCCD =mOrmeh
Reason medication
was stopped
A2 Y =k DL e EeTy Xb i i 3 T T e
IProd_uct name Dose Unit Frequency Route
L J | | | A
ai ] & [ o5
Reason taken
I i
* day maonth year day monith year x
s I :
-date date - -—_
Reason medication | I w
was stopped i
[ - + . ) i
Product name Dose Unit Frequency . Route
l | Al | ¢ | |
[+13 02 L] [ 05
Reason taken
l |
3 * day month day month year
IR Juminininn s I
- Reason medication [
E was stopped L
Product name : Dose .- Unit lFrequéncy lRoute
| | L | | - '{
61 02 ) o o5
Reason taken : l
.day month year : day month year
Hoame IO U
uE o7 08
-1 Reason medication —
was stopped
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CLINICAL RESEARCH AND DEVELOPMENT

& SIvIBEC

ADDITIONAL VITAL SIGNS
Study Name:_Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

Were any additional vital signs recorded? (v as applicable)

NO YES If 'YES' please complete details below
Repeat Vital Signs
Date: Actual Time (Hour/Min)
} Period Day Time-
I I | I : Point
d d m m m y vy
Supine Sitting Standing Please indicate position
vital sign was taken
Pulse ‘ Staff Initials
bpm
Blood Pressure ' ! ’ ] }
/ mmHg
Temperature ‘ . Resps
°C Breaths per min

Review of Vital Signs | Staff signature:

Normal Abnormal — Not Clinically Abnormal — Clinically
Significant Significant

If “abnormal-clinically significant’ please add to Adverse Events page 33.

Repeat Vital Signs
Date: Actual Time (Hour/Min)
Period Day Time-
| I | | : Point
d d m_ m m y ¥
Supine Sitting Standing Please indicate position
vital sign was taken
Pulse I Staff Initials
.bpm

Blood Pressure [ ‘ l ’
/ mmHg

Temperature . I Resps
°C Breaths per min

Review of Vital Signs | Staff signature:

Normal Abnormal - Not Clinically Abnormal — Clinically
Significant Significant
If “abnormal-clinically significant’ please add to Adverse Events page 33.
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ADDITIONAL 12 LEAD ECG’s

Study Name: Gaviscon Instantly Soothing Pilot Study

& SIVIBEC

§ CLINICAL RESEARCH AND DEVELOPMENT

Study No: RD 266/ 24573

RIITT:

iNilk

Were any additional 12-Lead ECG’s recorded? (v as applicable)

NO YES If"'YES' please complete details below
12-Lead ECG
Date: Actual Time (Hour/Min)
Phase Day Time-
| | I | | : point
d d m m my vy
Was the additional 12-lead ECG taken? (v as applicable)
YES NO
Review of ECG (v as applicable) :
Normal Abnormal — Not Clinically Abnormal - Clinically
Significant Significant
If “abnormal- clinically significant”, please comment and add to Adverse Events page 33:
12-Lead ECG
Date: Actual Time (Hour/Min)
Phase Day Time-
| ' l I point
d d m m my ¥y
Was the additional 12-lead ECG taken? (v as applicable)
YES NO
Review of ECG (¥ as applicable) :
Normal Abnormal — Not Clinically Abnormal ~ Clinically
Significant Significant
If “abnormal- clinically significant”, please comment and add to Adverse Events page 33:
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CLINICAL RESEARCH AND DEVELOPMENT

=

ADDITIONAL LABORATORY SAMPLES

Study Name: Gaviscon Instantly Seothing Pilot Study

Were any additional blood/urine samples taken? (v as applicable)

NO YES

Laboratory Evaluation

Date:

d d m m m y vy

Time-point {Phase, Day, Hour/Min):
Phase: Day:

Time Point:

Please enfer Z Number below:

Additional blood/urine samples taken? (v as applicable)

Study No: RD 266/ 24573

If"YES' please complete details below

YES Staff Initials
Review of blood results (v as applicable):
Normal Abnormal Abnormal
Not Clinically Clinically
Significant Significant

Did any of the results need repeating (vas applicable)
YES NO

If Yes please record below

Laboratory Evaluation

Date:

l [ | |

d d m m m y vy
Time-point (Phase, Day, Hour/Min):

Additional bloed/urine samples taken? (v'as applicable)
YES Staff Initials

Review of blood results (v as applicable):

Phase: Day: Normal Abnormal Abnormal
Not Clinically Clinically
Significant Significant
Time Point: . . )
Did any of the results need repeating (v as applicable)
Please enter Z Number below: YES NO
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§ SIMIBEC

CLINICAL RESEARCH AND DEVELOPMENT

PROTOCOL DEVIATION COMMENTS

Study Name: Gaviscon Instantly Soothing Pilot Stud Study No: RD 266/ 24573

Are there any protocol deviations? (v as applicable)

NO YES If 'YES' please complete details below
PA.GE DATE PROTOCOL PEVIATION INITIALS/DATE
Signed: Date:
(Research Physician/Chief Investigator)
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» SIMIBEC

CLINICAL RESEARCH AN DEVELOPMENT

ADDITIONAL NOTES
Study Name: Gaviscon Instantly Soothing Pilot Study

Study No: RD 266/ 24573

NO

Are there any additional notes? (v as applicable)

YES

If'YES' please complete details below

PAGE

DATE

ADDITIONAL NOTES

INITIALS/DATE

Signed:

(Research Physician/Chief Investigator)
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g CLINICAL RESEARCH AND DEVELOPMENT

=

STUDY TERMINATION

Study Name: Gaviscon Instantly Soothing Pilot Study

Study No: RD 266/ 24573

To be completed when all data is available:

REASON FOR STUDY TERMINATION:-

TICK BOX

1 | Study Completed

Date Subject completed the study : |

Withdrawn due to :-

mmmy y

2 | Protocol Deviation (Please specify below.)

3 | Adverse Event

4 | Personal Reasons

5 | Lost to Follow Up

6 | Ineligible for entry on Day 1

7 | Other (Please specify below)

Date Subject withdrew from study : [

Comments:

Print name in block capitals:

Signed: Date:
(Study Officer)

Print name in block capitals:

Signed: Date:

(Research Physician/Chief Investigator)
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e CLINICAL RESEARCH AND DEVELOPMENT
==

QUALITY CONTROL FORM

Study Name: Gaviscon Instantly Soothing Pilot Study Study No: RD 266/ 24573

T
[ Numbe

ENaoiber. |

DATE CFEF QUESTION QC’ed QUg_ll}Y F1"0:- RESOLVED BY
PAGE (STAFF
- BY mEMBER) | PHTIALS [ DATE
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Study No: GAQ706 Final Repert: 11 July 2008

APPENDIX 16.1.3 LIST OF IECs OR IRBs

In addition to this cover sheet, this appendix contains:

o The Ethics Committee approval letter (4 pages)

L] The combined Subject Information Sheet and Consent Form (16 pages)



Dr Peter Dewland
Medical Director

Simbec Research Limited
Merthyr Tydfil

Mid Glamorgan

CF48 4DR

20 December 2007
Bear Dr Dewland

Full title of study:

REC reference number:
Protocol number:
EudraCT number:

1 Canolfan Gwasanaethau Busnes
Business Services Centre

South East Wales Research Ethics Committee - Panel D

Telephone: 02920 376823
Facsimile: 02920 376835
Emait: Carl.phillips@bsc.wales.nhs.uk

A single-centre randomised, partially blind, single dose,
crossover pilot study investigating the use of
stopwatches to assess the onset of action of soothing
and cooling of Gaviscon Peppermint liquid, Double
Action Gaviscon liquid, Gaviscon Advance liquid, and a
control in subjects with heartburn following a
refluxegenic meal.

07/WSE04/130

Final

2007-005821-31

Thank you for your letter of 17 December 2007, responding to the Committee's request for
further information on the above research, and for submitting revised documentation.

The further information has been considered on behalf of the Committee by the Chair.

Confirmation of ethical opinion

On behalf of the Committee, | am pleased to confirm a favourable ethical opinion for the
above research on the basis described in the application form, protocol and supporting
documentation [as revised].

Ethical review of research sites

The favourable opinion applies to the research sites listed on the attached form.

Conditions of approval

The favourable opinion is given provided that you comply with the conditions set out in the
attached document. You are advised to study the conditions carefully.

The sponsor is asked to provide the Committee with a copy of the notice from the
MHRA, either confirming clinical trial authorisation or giving grounds for non-

acceptance, as soon as thisdsomwatlakdgacthau Busnes Business Services Centre

Ty Churchill Churchill House

17 Ffordd Churchill 17 Churchill Way

Caerdydd, CF102TwW Cardiff, CF10 2TW
N Ffon: 029 20 376820 WHTN: 1809 Telephone: 029 20 376820 WHTN: 1808
WALES Ffacs: 029 20 376826 Fax: 029 20 376826

rhan o Addysgu Bwrdd lechyd Llect Powys / part of Powys Teaching Local Health Board



07/WSE04/130 Page 2

Approved documents

The final list of documents reviewed and approved by the Committee is as follows:

Document = - : Version Date .. -+ - .
Application 5.5 13 November 2007
Investigator CV Dr P Dewland 25 September 2007
Protocol Final 13 November 2007
Compensation Arrangements Allianz Certificate of Insurance |13 November 2007
Letter of invitation to participant 1 13 November 2007
GP/Consultant Information Sheets 1 13 November 2007
Participant Information Sheet 2 13 December 2007
Participant Consent Form: HIV 2 13 December 2007
Antibody Testing
Participant Consent Form: Volunteer |2 13 December 2007
Response to Request for Further K Owen 17 December 2007
Information
Study Schedule 1 13 November 2007
Summary of Product Characteristics |Gaviscon Double Action Liquid
Summary of Product Characteristics |Gaviscon Advanced Oral

Suspension
Summary of Product Characteristics |Gaviscon oral suspension in

sachets
MHRA Request Form 13 Novemnber 2007

R&D approval

All researchers and research collaborators who will be participating in the research at NHS
sites should apply for R&D approval from the relevant care organisation, if they have not yet
done so. R&D approval is required, whether or not the study is exempt from SSA. You
should advise researchers and local collaborators accordingly.

Guidance on applying for R&D approval is available from
hitp://www.rdforum. nhs.uk/rdform.htm.

Statement of compliance

This Committee is recognised by the United Kingdom Ethics Committee Authority under the
Medicines for Human Use (Clinical Trials) Regulations 2004, and is authorised to carry out
the ethical review of clinical trials of investigational medicinal products.

The Committee is fully compliant with the Regulations as they relate to ethics committees
and the conditions and principles of good clinical practice.

The Committee is constituted in accordance with the Governance Arrangements for
Research Ethics Committees (July 2001) and complies fully with the Standard Operating
Procedures for Research Ethics Committees in the UK.



07/ WSE04/130

After ethical review

Now that you have completed the application process please visit the National Research
Ethics Website > After Review

Here you will find links to the following

a) Providing feedback. You are invited to give your view of the service that you have
received from the National Research Ethics Service on the application procedure. If
you wish to make your views known please use the feedback form available on the
website.

b) Progress Reports. Please refer to the attached Standard conditions of approval by
Research Ethics Committees.

c) Safety Reports. Please refer to the attached Standard conditions of approval by
Research Ethics Committees.

d) Amendments. Please refer to the attached Standard conditions of approval by
Research Ethics Committees.

e} End of Study/Project. Please refer to the attached Standard conditions of approval
by Research Ethics Committees.

We would also like to inform you that we consult regularly with stakeholders to improve our
service. If you would like to join our Reference Group please email
referencegroup@nationalres.org.uk .

| 07/WSE04/130 Please quote this number on all correspondence |

With the Committee’s best wishes fdr the success of this project
Yours sincerely
e\ \
1l Phillips
Executive Officer
Sauth East Wales Research Ethics Committees
Enclosures: Standard approval conditions SL-AC2
Site approval form

Copy to: Mr Kevin Owen, Simbec Research Ltd

Clinical Trials Unit, MHRA

Page 3



"pepiodal
8q pinoys ajep ay ‘uswdofenap Juesjal 1ayjo Aue Jo ‘a}s [ENPIAIPUI UE J0f UOIITO S|(RINOAR) 8y} JO UORBUILIBY JO Uojsuadsns ey} ‘(losuods
10 JojebiisaAul 814D ay] AQ PRUOU 818ym) BYS © JO [eMEIDYNIM JO 8inSO)D Aliea ay] pI09al 0} DI Wew ayl Ag pasn aq Aew uwinjod sajou oyy (1)

(JoreUIpIO-0D/I

2002/2L/02 d IsuBd - D3 sajep 1sed yinog PY1 Yydleasay Jaquilg | 10jasdQ [edIpa . nqmimd\wﬁm_n_ 1d
e
siy} 104 uojuido
o/GeinoAey
W SOION Jo 81eg BYS Yyareasey | 1504 JojeBnseauy fediouLif

‘PauLIyUOD uaag sey
uonesjueBio 8ied SHN JULAISL dy} Woy [eroidde Juswebeueit Usym SYS SHN YOBS 1& SoUBUILIOD ABLL YDIRBSS 8L "MOJBq PBISIf SOIIS U} JO YIBS O] PapualXa
sy uojurdo 8(qeinoAg) 8y] "/00Z 18quIa0a(Q OZ U0 d [euBd - SORILIIOY SOIYIT YOIBasaY SBEA ISBT YINog Aq uoiuido [eojyie siqemnoAe) e uanb sem Apn)s siyy

_ ‘leaw ouafoxnyas e Buimojioy uingeay yum sioalans

ul joijuod B pue ‘pinbij asueApY UOJSIARS ‘pInbi UoosIABD UoNaY ajqnog ‘pinbil Juuusddad toasiaeo o Bujooo pue Buiyioos jo uonoe
Jo18su0 au) ssasse 0} ssydjemdols Jo asn sy) Bunebysaaul Apms jojid Jaaossold ‘asop a1Buls 'pulq Aleiued ‘pasiwopuel anjuad-a|fuis v :Apn3s jo api |n4
pueimaq Jalad Iq :1o0)ebBysaau) Ja1yo
2002 Jaquwadaq 0z 1aNnssi 10 a)e(g 0 aquind anssg 0SL/P0ASAW/Z0 | (loquinu 32Ud1991 DY

‘panosdde sajis mau sy} Suippe ‘pajsy oJe uoiudo sigeRINOABS B YIM SAJS [IB ‘SPIBMUO Z SNSS] J04 'SIOSSSSSE SIS Wolf SUoieoynou juanbasqns BuImoyol
pue 1ays] uotuido 8jqeinoAe] ay} yum Josuods pue JoleBisaAUl JaryD ayp 0} DI Uew ayy Aq penss St LU0 S JUBWISSISSE oyrnads-ays Buuinbal saipnis jje 104

NOINIJO TYIIHL13 F18VINOAYd ¥ H1IM S31[S 40 LSIT

d [3ued - aa)IWIoD SOyl Yaleasay Sajep 1sed yinos

| ebed 0EL/F0aSMWL0




SIMBEC

LAl MESEARCH AD DEVELOPMENT
Study : RD266/24573
Document: Information Sheet
* Version 2 : 13 Dec 07
Page1of16

SUBJECT INFORMATION SHEET
PART 1

1. STUDY TITLE

/ 1 crossover pilot stud

mve§ngabn%thg use of stopwatches 1o assess the onset of action of soothing ang
cooling of Gaviscon Peppermint liquid, Double Action Gaviscon liquid, Gawviscon
Advance liquid, and a confrol in subjécts with heartburn following a reflixogenic meal.

Study Title | A single-centre randomised, partially blind, single dose

Simplified Pilot study using stopwatches to assess the onset of soothing and cooling of Gaviscon

Title Peppermint, Double Action Gaviscon, Gaviscon Advance and a control in subjects with
heartburn. : : |

Study Simbec Study Code: RD266/24573

Number

Sponsor Study Code: GA0706

2. INVITATION PARAGRAPH

You are being asked to take part in a research study. Before you decide, it is important
that you understand why the research is being done and what it will involve. Please take
time to read this information carefully and discuss it with your friends and relatives.
Take time to decide whether or not you want to take part, '

o Part 1 tells you the purpose of this study and what will happexi to you if you take part.
¢ Part 2 gives you more detailed information about the conduct of the study.

Ask us if there is anything that is not clear or if you would like more information, Take
time to decide whether or not you want to take part. Volunteers are able to gain
independent advice regarding clinical trials from UK Clinical Research Collaboration
(UKCRC) at www.ukere.org.

You will be asked to sign a form to confirm your consent to take part and that you
understand the information provided to you. '

Thank you for reading this,

SDMBEC RESEARCH LTD
Merthiyr Tydfil CF4% 4DR United Kingdom
Tel: +{0) 1443 680977 Fax: +{0) 1443 692494
Vat NO: GB 289 0833 21 Registered in England No. 1191772
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Study : RD266/24573
Document: Information Sheet
Version 2 : 13 Dec 07
Page 2 of 16

3. 'WHAT IS THE PURPOSE OF THIS STUDY?

The purpose of this study is to assess the stopwatch technique in measuring the onset of
actions of medications that provide a soothing and cooling effect in the throat/oesophagus
during heartburn. In this study the stopwatch technique is being used to measure the -
speed of onset of 3 different types of Gaviscon (a widely used and well known freatment
for symptoms such as heartburn and indigestion) and a control, which is a sublingual
(under the tongue) tablet with no active ingredients, when used to treat the
heartburn/indigestion discomfort caused by ecating a meal that would cause this
discomfort to occur,

4. WHY HAVE I BEEN CHOSEN?

A total of 20 subjects are needed for this study, who are males or females between 18 and
80 years (inclusive) of age. All subjects must comply with the study entry and exclusion
criteria. The most important entry criteria are:

* Subjects must not be taking any medication

« Subjects must not have experienced any bleeding from the stomach or bowel

* Subjects must have a tendency of experiencing heartburn symptoms following
some meals =

- Simbec considers that you may be eligible to enter the study and has therefore asked if
you wish to participate.

5. DOIHAVE TO TAKE PART?

"No. It'is up to you to decide to take part. If you do, you will be given this information
sheet to keep and asked to sign a consent form. You are still free to withdraw at any time
and without giving a reason. A decision to withdraw at any time, or a decision not 1o take
part, will not affect the standard of care you receive.

You can withdraw from freatment but keep in contact with us to let us know your
progress. Information collected may still be used. Any stored blood or tissue samples that
can still be identified as yours will be destroyed if you wish.

6. WHAT WILL HAPPEN TO ME IF I TAKE PART?

If you enter the study you will receive a single dose of each of the 4 following treatments,
one each on 4 separate occasions:

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdom
Tek: +{(0) 1443 690977 Fax: +(0) 1443 692494
Vat NO: GB 289 0833 21 Registered in England No, 1191772
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Gaviscon Peppermint Liquid (10mi)

Gaviscon Advance Liguid (10ml)

Gaviseon Double Action Liquid (10mil)

Contro] (a sublingual tablet placed under the tongue)

The trial is a crossover design, which means that all the subjects have all the 4 different
‘treatments-in turn. The order in which the treatments are given is picked at random by a
computer.

There is a break between each of the treatments and the next.
The trial will last about weeks

Screening Visit 1

If you decide to take part in the study, screening tests will be performed to decide if you
are eligible. These tests will include:

» Blood and urine samples for laboratory safety tests

o A brief medical examination, including an ECG (electrocardiogram) to monitor your
heart function,

* Questions about your medical history,

* Arecord of your age, weight, height, blood pressure, pulse and oral temperature .

You will also be asked about your ethnic origin as it is known that different racial groups
can react to or handle different drugs in different ways. ' :

Screening Visit 2

If the results obtained show that you are considered to be eligible for the study you will
be requested to attend Simbec (at least 48 hors after Screening Visit 1) to eat what is
known as a refluxogenic meal. This is-a normal meal, but one that is considered 1o be
likely to cause heartburn symptoms i.e. it is a high fat meal and we will ask you to lie flat
on your back after eating the food to increase the likelihood of symptoms occurring,

If you do experience heartburn symptoms following the meal you will be eligible to
continue with the study. If you require it we will then give you a regular remedy to treat
the heartburn known as Maalox.

Study Visits

SIMBEC RESEARCH LTD
Mexthyr Tydfil CF48 4DR United Kingdom
Tek: +(0) 1443 690977 Fax: +(0) 1443 692494
Vat NO: GB 289 0833 21 Registered in England No. 1191772
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The first part of the study treatment can commence at least 48 hours following Screening
Visit 2 and will involve you attending Simbec at about 8:00am on the day of the dosing.
The study doctor will then ses you to check if you have been well and if you have taken
any medications since you were last seen. You will also be required to give a urine
sample to test for alcohol and other drugs. Females will also have their sample tested to
check for pregnancy.
We would require you not to eat anything on the moming you attend Simbec but we will
provide you with a light breakfast (cereal or toast) at about 9:00am. Following the
breakfast you will be required to not eat or drink anything until about 1:00pm when you
will be given the refluxogenic meal and then asked to lie down after eating it.
When you feel that your heartburn symptoms are at a moderate level you will be asked to
immediately report this to the clinic staff. You will then be given the study treatment
allocated for you for that visit.
As soon as you are administered the study treatment 2 stopwatches will be started. Yon
will then be required to stop 1 of the stopwatches when you first feel the soothing effect
of the medication and stop the second stopwatch when you first feel a cooling effect of

. the medication.

" At sef times following administration of the study medication you will be asked set
‘questions regarding the benefit that you felt from taking the study medication.
You will then be allowed to leave the Simbec clinical unit approximately 1 houor
following the dose of the study medication.

Treatment Visits 2, 3 and 4 will follow the same pattern as Treatment Visit 1, there being
a period of 2 to 7 days between each visit,

Post Study Visit

You will be asked to attend the trial centre 3 to 7 days after administration of the last (4%)
dose for a post study visit. If you are withdrawn from the study you will still be asked to
attend for a post-study assessment,

The following procedures will be performed prior to discharge from the trial :

* Blood samples will be taken for laboratory safety tests.

¢ A physical examination will be performed. .
"e  Your demographic data (weight, age, blood pressure, and pulse etc.) will be recorded.
You may be asked to return again if we need to follow you up.

You will receive & maximum payment of £650.00 for the inconvenience of participating
in and satisfactorily completing the trial. Payment will be made in full if you are
withdrawn from the study for any medical reason. Payment will usually be made on a

SIMBEC RESEARCH LTD
Merthyr Tydfil CR48 4DR United Kiogdom
Tel: +(0) 1443 690977 Fax: -+0) 1443 652494
Vat NO: GB 289 0833 21 Registered in England No, 1191772
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pro-rata basis if ybu choose to withdraw, or are withdrawn for any non-medical reasons,
including non~compliance with any of the study procedures and conditions outlined in the
study protocol and this information sheet,

Simbec will provide transport related to this study, In exceptional circumstances
travelling expenses may be reimbursed. Prior arrangement with Simbec will be required.
The normal reimbursement rate if travelling by car is £0.10 per mile,

7. WHAT-DOIHAVE TO DO?

During the study you will be asked to comply with the following:

?-ZﬁiY ou must not have taken part in a Phase I study at Simbec or elsewhere during the
previous 12 weeks. .

* Whilst at Simbec you must eat and drink only what is provided.

e You must not take any drigs or medicine whether prescribed or bought ‘over the
counter’ during two weeks prior to the study or throughout the whoie study.

* You will have to avoid coffee, tea, drinking chocolate and other caffeine-containing
drinks (includes many soft drinks) and foods (such as chocolate-or coffee flavoured
cakes, yogurts and ice-cream), throughout the study, You will fast overnight prior
to dosing and for 4 hours afterwards when you will receive the refluxogenic meal.
During fasts only water will be allowed.

¢ Alcohol intake must be restricted to two units per day from 7 days prior to the study
and alcohol is to be avoided from 48 hours before dosing and throughout the whole
study. One unit of alcohol is equivalent to half a pint of beer/lager, 1 glass of wine
or a single measure of spirits.

* You must not undertake any cxercise more strenuous than normal walking
throughout the whole study period.

* Youmust not give a blood donation for at least one month after the study ends,

¢ You will not be bennitted to use the Volunteer Recreation Room until at least 8
hours after each dose.

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdom
Tel: +(0) 1443 690977 Fax: +(0) 1443 692454
Vat NO: GB 289 0833 21 Registered in England No. 1191772
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8. WHAT IS THE DRUG THAT IS BEING TESTED?

Three of the treatments contain variations of Gaviscon, which is a widely used treatment
for heartbum.

The fourth treatment in the study is a control, which in this case is a sublingual tablet
with no active ingredients.

9. 'WHAT ARE THE ALTERNATIVES FOR TREATMENT?

This is a study in healthy volunteers and therefore a_ltemativb treatment is not applicable.

10. WHAT ARE THE SIDE EFFECTS OF ANY TREATMENT RECEIVED
WHEN TAKING PART? ; '

You may experience some adverse effects of the drug.

The side-effects of taking Gaviscon are very rare but the appearance of rashes could
occur, ' ' :

The control (a sublingual i.e. under the tongue, tablet) is not considered likely to cause
. you any ill effects.

In any clinical study reactions to the study medications can occur, but it is felt that the
risks with the medications used in this study i.e. forms of Gaviscon and the placebo will
be very low. If any reactiori does happen to occur eg rashes,etc, however unlikely, then
Simbec will ensure that the reaction is treated appropriately.

‘You should report any side effects to the clinical staff at Simbec Research.

11. WHAT ARE THE OTHER POSSIBLE DISADVANTAGES AND RISKS OF
TAKING PART?

A total of approximately 12 ml blood if you are male and 17ml if you are female
(approximately 1 tablespoon) will be teken from you during this study. This is far less
than that removed during 2 normal blood donation, It is possible that you may feel some

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdoms
Tel: +{0) 1443 690577 Fax: +{0) 1443 692494
Vat NO: GB 289 0833 21 Registered in England No, 1191772
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discomfort when the blood samples are being taken. You may also experience bruising
and / or bleeding at or around the area of needle / cannula insertion site.

If you have private medical insurance you should let yorir insurers know that you intend
to take part in a research project. They will be able to tell you if this will affect your
insurance - we will give you an explanatory letter for them if you so wish.

There is a possibility that the tests performed during the study will find a medical
condition which you did not know about. If this happens your research doctor will
arrange appropriate treatment and/or, with your permission, will refer you to your GP.

12. WHAT ARE THE POSSIBLE BENEFITS OF TAKING PART?

Taking part in this study is not expected to be of any medical benefit to you.

13. WHAT HAPPENS WHEN THE RESEARCH STUDY.STOPS?

Following your post study visit, if the results are acceptable to the doctor, you will be
discharged from the study. There are no planned procedures for follow-up after the end
of the trial other than those for your post-study assessment detailed in Section 6. If you
have any side-effects that have not yet resolved you will be required to attend the unit for
follow-up procedures.

If any new, analyses on any of your samples or data is planned in the future, then you will
be told of this before the analyses is performed and you will be asked to give your
consent for the additional analyses. You will retain the right to refuse further analyses.

Blood and uriné ‘samples for laboratory testing will be measured on site at Simbec
Research and will be kept for approximately 3 months, after which they will be
destroyed. .

- All other data collected will be stored for up to 15 years by Simbec Research. Copies of
these data will also be provided to the Sponsor (Reckitt Benckiser Healthcare (UK) Ltd).
Details of who may have access to this data and what might happen to this data during
this time are provided in Part 2.

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR, United Kingdom
Tel: +{0) 1443 690977 Fax: +(0) 1443 692494
VatrNO: GB 289 0333 21 Registered in England No, 1191772
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14, WHAT IF THERE IS A PROBLEM?

Any complaint about the way you have been dealt with during the study or any possible
harm you suffer will be addressed, The detailed inforination on this is given in Part 2.

15. WILL MY TAKING PART IN THE STUDY BE KEPT CONFIDENTIAL?

Yes. All the information about your participation in this study will be kept confidential.
The details are included in Part 2,

16. CONTACT DETAILS?
The following persons may-be contacted for “further information regarding this study:
Chief Investigator: Dr Peter Dewland |

Simbec Co-Investigators: Dr James Mulian, Dr Rahul Dimber and Dr Disala
Fernando

Study Manager: Mr Kevin Owen

Simbec Freephone Number: 0800 691995
Simbec-Emergency Contact Number: 07074 800 900

If you decide to take part in the study you will be provided with a contact card with the
telephone number of Simbec Research

If you decide to take part in the study you will be given = copy of your signed consent
form and this information sheet to keep.

This completes Part 1 of the Information Sheet. If the information in Part 1 has
interested you and you are considering taking part, please continue to read the
additional information in Part 2 before making any decision.

SIMBEC RESEARCH LTD
Mecrthyr Tydftl CF48 4DR United Kingdom
Tek ++{(0) 1443 690977 Fax: -H0) 1443 652494
Vat NO: GB 289 0833 2] Registered in England Mo. 1191772
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PART 2
17. WHAT IF RELEVANT NEW INFORMATION BECOMES AVAILABLE?

Sometimes during a research project, new information becomes available about the
medicine that is being studied. If this happens your research doctor will tell you about it
and discuss with you whether you want to continue in the study. If you decide not to
carry on, your research doctor will make arrangements for your care to continue. If you
*decide to continue in the study you will be asked to sign an updated consent form.

On receiving new information your research doctor may consider it to be in your best
interests to stop the study. He/she will explain the reasons and arrange for your care to
continue, .

If the study is stopped for,any other reason, you will be told why and your continuing
care will be arranged.

18, WHAT WILL HAPPEN IF I DON’T WANT TO CARRY ON WITH THE
STUDY?

If you withdraw from the study, you are advised that any data up to the point at which
you withdraw will be analysed, reported and provided to the Sponsor unless you request
otherwise. No further information will be collected from the point of your withdrawal.
You may ask that all previously retained samples be destroyed.

In the-event that you are withdrawn from. the study by the Chief Investigator your data
will still be analysed, reported and provided to the Sponsor. :

19. WHAT IF THERE IS A PROBLEM?

Compensation for any injury caused by taking part in this study will be in accordance
with the guidelines of the Association of ‘the British Pharmaceutical Industry (ABPI).
These guidelines recommend that ‘the sponsor’ without legal commitment, should
compensate you without your having to prove that it is at fault. This applies in cases
where it is likely that such injury results from giving any new drug or any other
procedure carried out in accordance with the protocol for this study. In the event of your
suffering injury or ill health as = result of participation in the study you should contact
one of the persons listed in section 16 of the information sheet on freephone telephone

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdom
Tel: +(0) 1443 690977 Fax: +{0) 1443 692454
Vat NO: GB 289 0833 21 Registered in England No. 1191772
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number 0800 691995, Your right at law to claim compensation for injury where you can
prove negligence is not affected. Copies of these guidelines are available on request.

20. WILL MY TAKING PART IN THIS STUDY BE KEPT CONFIDENTIAL?

If you agree to take part in the research some parts of your medical records and the data
collected for the study may be seen by the company sponsoring (and/or the company
organising) the research for purposes of analysing the results. They may also be looked
at by people from the company and by representatives of regulatory authorities to check
that the study is being carried out correctly, All will have a duty of confidentiality to you
as a research participant and nothing that could reveal your identity will be disclosed
outside the research site. Your GP will be informed if you decide to take part in this
study. :

We may be required by law to disclose the results of the study and the data generated
from the study may be submitted to the Medicines Regulating Bodies of one or several
countries. You will not be referred to by name in any of these reports and your medical
confidentiality will be respected. If you agree to take part in the study, then your
information may be passed on to researchers or regulatory authorities in countries that do
not provide the same data protection as the UK. Simbec Research will take all reasonable
steps to protect your privacy. .
All information collected about you during the course of the study will be kept strictly
confidential. Any information about you that leaves the Unit will have your fill name and
address removed so that you cannot be recognised.

In order to maintain the confidentiality of the study for the Sponsor you will agree to
keep all information relating to the conduct of the study confidential. :

This study is undertaken according to the ethical guidelines of the Declaration of Helsinki
(South Africa, 1996) and complies with the recommendations of the Royal College of
Physicians on Healthy Volunteers (1986) and also complies with local laws,
recommendations and guidelines at present in force in the United Kingdom for the
investigation of new therapeutic agents.

All data collected will be stored for up to 15 years by Simbec Research. Copies of these
data will also be provided to the Sponsor ( Reckitt Benckiser Healthcare (UK) Ltd).

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdom
Tal: -HQ) 1443 650977 Fax: +(0) 1443 692494
Vat NO: GB 289 0833 21 Registered in England No, 1191772
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21. WHAT WILL HAPPEN TO ANY SAMPLES I GIVE?

Your name will not be included on any of your samples and your medical confidentiality
will be respected. :

22, WILL ANY GENETIC TESTS BE DONE?

No genetic tests will be performed during this study. . _
23. WHAT WILL HAPPEN TO THE RESULTS OF THE RESEARCH STUDY?

If you agree to take part in the research, your medical records may be inspected by
Reckitt Benckiser Healthcare (UK) Lid for purposes of analysing the results. They may
also be looked at by people from Reckitt Benckiser Healthcare (UK) Ltd or by regulatory
authorities to check that the study is being carried out correctly. Your data will be
analysed by Reckitt Benckiser Healthcare (UK) Ltd or other companies acting on behalf
of Reckitt Benckiser Healthcare (UK) Ltd to seehow the drug has worked in you and the
other people in the study. Your data may be analysed in any country world-wide. Certain
statistical tests will be carried out on your data, along with that collected from the other
volunteers who entered the study. Reckitt Benckiser Healthcare (UK) Ltd may forward
the results of the study to health authorities world-wide, and the results may also be used
in reports of the study or scientific presentations or publications. .

If you do withdraw from the study, you are advised that any data obtained from you up to
the point at which you withdraw will be analysed, reported and provided to the Sponsor
unless you ask otherwise. No further information will be added to the database from the
point of your withdrawal from the study. You may request that all previously retained
samples be destroyed to prevent further analysis.

In the event that you are withdrawn from the study by the Chief Investigator your data
will still be analysed, reported and provided to the Sponsor.

Should you decide to withdraw from the study at any time, information collected on you
up until that point will still be provided to Reckitt Benckiser Healthcare (UK) Ltd.

SIMBEC RESEARCH LTD
Merthyr Tyrdfil CF48 4DR United Kingdom
Tel: +(0) 1443 690977 Fax: -H0) 1443 692494
VatNO: GB 289 0833 21 Registered in England No, 1191772



» SIMBE.C
CIVACAL RESEARTH AND DEVELOPMENT
Study : RD266/24573
Document: Information Sheet
Version 2 : 13 Dec 07
. Page 12 of 16

24. 'WHO IS ORGANISING AND FUNDING THE RESEARCH?

The Chief Investigator for this study is:
Dr Peter Dewland

Simbec Research Limited

. Merthyr Tydfil

South Wales

The Co-Investigators for this study are: .

Dr James Mullan, Dr Rahul Dimber & Dr Disala Fernando
Simbec Research Limited

Merthyr Tydfil

South Wales

The étudy is sponsored by: Reckitt Benckiser Healthcare (UK) Ltci

Simbec Research Limited is a commercial organization and will be receiving payment for
this study.

25. WHO HAS REVIEWED THE STUDY?

This study has been reviewed by South East Wales Research Ethics Committee who
raised no objections on ethical grounds. ' :

If you decide to take part in the study you will be given a copy of your signed
consent form and this information sheet to keep.

For most studies we need to recruit extra subjects (reserves) in case another subject drops
out at the last minute because of illness, problems with tests or other issues. 'We cannot
always say who will be the reserves prior to the study day itself, We cannot guarantee
that you will participate in this study and therefore recejve full payment,

If we are unable to include you in this study you will receive a payment which will reflect
the inconvenience of the study procedures in which you have been involved.

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdom
Tel:-H0) 1443 690977 Fax: +(0) 1443 692494
Vat NO: GB 289 0833 21 Registered in England No, 1191772
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CONSENT FORM

STUDY TITLE: A single-centre randomised, partially blind, single dese, crossover
pilot study investigating the use of stopwatches to assess the onset
of action of soothing and cooling of Gaviscon Peppermint liquid,
Double Action Gaviscon liguid, Gaviscon Advance liquid,
and a control in subjects with heartburn following a refluxogenic
meal.

* STUDY NO: RD266/24573 (GA0706)

A Number : ) Al | |
Subject Initials:
Date of Birth:

RENEN

Name of Chief Investigator: Dr Peter Dewland
The following consent form will be signed by the subject to confirm consent

Please initial box

1. Iconfirm that I have read and understood the information sheet )
dated 13 December 2007 (Issue: Version 2) for this study and have had the -
opportunity to ask questions. ;

2. Tunderstand that my participation is voluntary and that | am free

to withdraw at any time, without giving any reason, without my
medical care or legal rights being affected.

3. Tam willing to allow my GP to be informed of my participation in the study.

4. Tunderstand that sections of any of my medical notes may be looked

at by responsible individuals from Simbec Research, the study sponsor

or from regulatory authorities where it is relevant to my taking part in
research. I give permission for those individuals to have access to my
records. I agree that data about me relating to this study may be sent to
countries that do not have data protection laws similar to those in the UK.

5. Iagree to take part in the above study. .

SIMBEC RESEARCH LTD
Merihyr Tydfil CF48 4DR United Kingdom
Tel: +(0) 1443 690977 Fax: +{0) 1443 692449
Vat NO: GB 289 0833 21 Registered in England No. 1191772
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1. Consent for Screening Procedures
Name of Subject Signature " Date

Name of Person taking consent for
screening procedures Signature Date
(if different from investigator)

2. Consent for Study Participation

Name of Subject Signature Date

Investigator ' Signature Date

Two copies: 1 for subject, 1 for Volunteer Master File

Subject Initials

I confirth that I have received a copy of this Consent Form and Information Sheet

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 ADR United Kingdom
Tel: +{0) 1443 690977 Fax: -H0) 1443 692449
Vat NO: GB 289 0833 21 Registered in England No. 1191772
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MFOMD' CONSENT FOR HIV ANTIBODY TESTING

STUDY TITLE: A single-centre randomised, partially blind, single dose, crossover
pilot study investigating the use of stopwatches to assess the onset
of action of soothing and cooling of Gaviscon Peppermint liquid,
Double Actior Gaviscon liquid, Gaviscon Advance liquid,
and a control in subjects with heartburn following a refluxogenic
meal. )

STUDY NUMBER: RD266/24573 (GA0706)

1. INTRODUCTION: HIV ANTIBODY TEST: is a test currently being used to
determine if someone may have been infected by HIV . The test does not tell if you
have HIV or if you will get HIV. It takes 4 to 6 weeks or longer from exposure to
HIV to positive results in the blood. A positive test result should be confirmed by

“further testing. . . '

The sponsor of this study requests that this test will be run on &}l subjects wishing to
participate in the study, and Simbec Research is required to perform this test.

You will receive counselling by a physician before you take the test. The physician
will explain to you the possible consequences of taking the test and prepare you for
the results of the test. The test will be explained to you in the context of this
research study.

2. PROCEDURE: If your test result to the HIV antibody test is negative and all other
laboratory test requirements are within the range as required by the protocol, you
will qualify for entry into the study. The test results will become part of your case
report form. .

If your test result to the HIV antibody is positive, you will not be allowed to enter the -
study.

If your result to the HIV antibody test at Simbec Research is positive, a blood sample will
be sent to an independent laboratory in order to confirm the result. At this stage, only if
your result is confirmed as being positive will you be called to the clinical pharmacology
unit (CPU), at Simbec Research and informed of a positive result. If your test result to
the HIV antibody is confirmed as positive, your laboratory results will be given to you or

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdom
Tel: +(0) 1443 690977 Facc: +(0) 1443 692449
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destroyed. You are advised that if your result is confirmed as positive your GP will be
informed and by signing the consent form you agree to this, Other than this, your results
will remain confidential. If your result is confirmed as positive, Simbec Research will
also refer you, with your permission, to the Department of Genito-Urinary Medicine for
further investigations and treatment as necessary. This clinic operates on a code which
assures your confidentiality. Simbec Research Limited cannot be held responsibie for
any further testing or treatment.

Taking the HIV test will not in any way affect your ability to obtain insurance and / or a
mortgage or other services. However, It must be emphasised that, while you are waiting
for the results of an HIV test, or if you have a positive HIV test result, your ability to
obtain life insurance, health insurance, a mortgage, employment and other services, could
be adversely affected.

You have read and fully understand the information stated above and you willingly sign
this consent form, a copy of which will be given to you. You understand that you have
not waived any of your legal rights by signing this dociment.

VOLUNTEER'’S SIGNATURE DATE

A Number: A

SIGNATURE OF PERSON TAKING DATE
CONSENT FOR STUDY PARTICIPATION

SIMBEC RESEARCH LTD
Merthyr Tydfil CF48 4DR United Kingdom
Tel: H0) 1443 690977 Fax: +(0) 1443 692449
Vit NO: GB 289 0833 21 Registered in England No, 1191772
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APPENDIX 16.1.4 LIST AND DESCRIPTION OF INVESTIGATORS AND
OTHER IMPORTANT PARTICIPANTS IN THE STUDY

In addition to this cover sheet, this appendix contains:

o The CV of Dr P Dewland (5 pages)

. Table listing the names and affiliations of the individuals whose participation
materially affected the conduct of the study, together with their role (1 page).



CURRICULUM VITAE

Peter Maurice Dewland Business Address:
GMC No: 1526185
Simbec Research Ltd
Merthyr Tydfil Ind Park
Cardiff Road
Merthyr Tydfil
Mid Glamorgan
CF48 4DR
Date of Birth: 13 August 1947
Education: St. Thomas® Hospital Medical 1968
School London BSc Biochemistry 2.1
St Thomas’ Hospital Medical 1968-1971
School London MB BS
Diploma in Pharmaceutical 1984
Medicine Dip Pharm Med

Roya! College of Physicians

Founder Member of Faéulty of 1989 MFP'M
Pharmaceutical Medicine

Faculty of Pharmaceutical Medicine

Royal College of Physicians 1993 FFPM
Elected to Fellowship

Awarded Masters in Philosophy 1991

and Healthcare ( Medical Ethics) _ MA
University of Wales

Dissertation entitled

“Research Ethics Committees”

Diploma in Clinical Pharmacology DCPSA
‘Society of Apothecaries ' 1997

P M Dewland Page | of 5
Curriculum Vitae
September 2007



Positions:

Professional Affiliations:

House Surgeon, Woolwich 1971

House Physician, Croydon - 1971-1972
Senior House Physician 1972-1974
Mayday Hospital, Croydon

Emergency Medicine, Paediatrics,
Obstetrics & Gynaecology, Orthopaedics

General Medical Practice _ 1974-1979
Banstead, Surrey :

Metropolitan Police Surgeon 1974-1979
Simbec Research Limited 1979-1985

Research Physician and Head,
Clinical Studies Department

Medical Director 1985-1997
Simbec Research Limited
Senior Medical Director International 1997-2004

Division & Head UK Office, Omnicare
Clinical Research, Chippenham, Wilts

Medical Director Sept 2004- to date
Simbec Research Limited

Dr Dewland has been Principal Investigator for over 100 FIM

trials, supervising the administration of NCEs, biotechnology
products, vaccines, medical devices etc

Trainer and Tutor for Diploma in Clinical Pharmacology
(DCPSA) Society of Apothecaries

Fellow of the Royal Society of Medicine

Accredited Educational Supervisor
Royal College of Physicians

Supervisor of Physician Trainees in
Pharmaceutical Medicine

Lecturer and Tutor MSc in Clinical Science,
University of Cardiff

Founder of Cambridge Ethics Committee Training Workshops

Cul:n!)c[uml\}ui'tie QN MKO/W Pago2 of
N

Committee Member AHPPI

September 2007



Training: Member of Faculty of Pharmaceutical Medicine CPD Scheme

GCP Training Omnicare 2004 and regular annual updates. His
activities as Trainer and Tutor involve regular teaching sessions
in GCP.

Publications:

1. Long-term monitoring of the effects of thymoxamine hydrochloride tablets in the
management of patients with Raynaud’s Disease

Curr-Med-Res-Opin 1982, VOL:8 (3), P:158-70,
Aylward, Dewland P et al

2. Urinary recovery and tolerability of FCE 22101 following single intravenous
administration under restricted and high fluid intake

J-Antimicrob-Chemother 1989 Mar, VOL: 23 Suppl C, P197-203
Sassella, Dewland et al

3. Mefanamic acid and diclofenac sodium in osteoarthritis of the weight bearing joints: a
double blind comparison

Br-J-Clin_Pract 1985 Apr, VOL: 39 (4), P:135-9,
Aylward, Dewland et al

4. Clinical evaluation of Acetylcysteine in the treatment of patients with chronic
obstructive bronchitis. A balanced double-blind trial with placebo control (1980).

Eur. J. Respir. Dis., 61, Suppl. 111, 81-89
Dewland, P et al

5. Bioverfuegbatkeit von Nitroglycerin-Sprays als voraussetzung fuer die aequivalente
dosierung beim kardialen notfall.

Herz and Gefasse, 7, 10/1986, 536-544
Dewland, P et al

6. The effects of Cicletanine, a new anti-hypertensive compound, on the flare and weal
response to histamine,

Drugs Exptl, Clin. Res, 1988, 14(2-3) 225-230 \Q

Dewland , P; Wright, T
P M Dewland @j
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7. Pharmokinetics of Cilazapril during repeated oral dosing in health young volunteers
Europenn Journal of Drug Metabohsm and Pharmacokinetics 1990. VOL: 15, NO.l

63-67
" Williams, Dewland, P et al

8. AICA-Riboside: Safety, tolerance, and pharmacokinetics of a novel Adenosine-
regulating agent

J. Clin Pharmacol. 1991: 31(4) 342-347 -
Dixon, Dewland, P ef al

9. Single dose pharmacokinetic and tolerance of Pancopride in healthy volunteers

Arzneimettel, Forshnung, 1995, 45(2), 177-183
Dewland , P et al

10.  Absence of a Sertraline mediated effect of Digoxin pharmacokinetics and
electrocardiograph findings

J. Clin. Psychiatry 1996; 57 Suppl. 1: 16-9
Rapeport, Dewland P, et al

11.  Absence of a Seriraline mediated effect on the pharmacokinetics and
pharmacodynamics of Carbamazepine

J. Clin. Psychiatry 1996; 57 Suppl. 1: 20-3
Rapeport, Dewland, P et al

12.  Effect of Tenidap Sedium on Digoxin pharmacokinetics in health young men

Br J Clin Pharmac 1995: 39: 435-46S
Dewland, P ef al

13. At the coalface, but on the receiving end

J Med Ethics 1999, 25(6), 541-546 \;) o/\

Dewland P, Dewland J

P M Dewland Page4 of 5
Curriculum Vitae
Scptember 2007



Presentations:
1. The experience of anxiety in Phase I trials

Journal of Psychopharmacology 10,3, (1996): Supplement A42:168
Dewland, P: Wright, L: Howell, AJ

2. Dose Linearity of Inhaled Fentanyl, (FT) with Comparative Pharmacokinetics to
Transmucosal Fentanyl, (A)

Jekunen A, Dewland P M, et al
ASCO 2006, Abstract No 8629

3. Migration Properties of Two Different Botulinum Toxin Type A Formulations in

the Forehead
Dewland P, et al
4. Migration Properties of Two Different Botulinum Toxin Type A Formulations in
the Lower Middle Back
Dewland P, et al

N> A
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Names and Affiliations of Key Individuals in the Study

Title and Name Qualifications  Job Title Work Address Study Role
Dr P Dewland BSc., MA, Medical Director ~ Simbec Research, Merthyr Tydfil, Principal Investigator
MBBS, Mid Glamorgan, CF48 4DR
FFPM,
DCPSA
Mr K Owen BSc, RGN Project Manager  Simbec Research, Merthyr Tydfil, Simbec Project
Mid Glamorgan, CF48 4DR Manager
Dr K Sarratt BSE, PhD Clinical ~Project Reckitt  Benckiser  Healthcare, Study Monitor

Manager

Dansom Lane, Hull HU8 7DS




Study No: GAO706 Final Report: 11 July 2008

APPENDIX 16.1.5 SIGNATURE OF PRINCIPAL INVESTIGATOR

In addition to this cover sheet, this appendix contains:

] The Investigator signature page, completed by the Principal Investigator (1
page)
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Reckitt Benckiser

PRINCIPAL INVESTIGATOR’S SIGNATURE

Study Number: GAD706

Report Title: A single-centre randomised, partially blind, single dose, crossover pilot
study investigating the use of stopwatches to assess the onset of action
of soothing and cooling of Gaviscon Peppermint liquid, Double Action
Gaviscon liquid, Gaviscon Advance liquid, and a control in subjects with
heartburn following a refluxogenic meal.

Phase: v

Principal Investigator:

By my signature below, | hereby state that | have read this repert and confirm that, to the
best of my knowledge, it accurately describes the conduct and results of the study. |
agree its conclusions and do not wish to make an additional statement regarding the

safmrlejrod uct under test.
v LﬂJ 44,
| \ ka Yo’

Dr Peter Dewland BSc, MA, Date
MBBS, FFPM, DCPSA

Medical Director

Simbec Research Limited
Merthyr Tydfil,

Mid Glamorgan

CF48 4DR

Wales, UK

Tel: 01443 690977

Varsion 1.1 07MarQ8
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APPENDIX 16.1.6 LISTING OF SUBJECTS RECEIVING TEST DRUG(S)
FROM SPECIFIC BATCHES WHERE MORE THAN ONE BATCH WAS
USED

® All subjects in this study received medication from one batch so this appendix
is not present
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APPENDIX 16.1.7 RANDOMISATION SCHEME AND CODES

In addition to this cover sheet, this appendix contains:

g The randomisation code for study GAQ706 (1 page)

L Details of generation of randomisation code for study GAQ706 (1 page)



Description of randomisation for GA0706

Allocation of treatments to visits was based on a Latin Square design using four allocation
schemes i.e. four different schedules for allocating treatments to visits. The assignment of the

allocation schemes to the subject was randomised by the RB Statlstlman according to a
computer-generated randomisation schedule.
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APPENDIX 16.1.8 AUDIT CERTIFICATES

In addition to this cover sheet, this appendix contains:

g Audit certificate for study GAG706 (1 page)



SIMBEC

CLINICAL RESEARCH AND DEVELOPMENT

QUALITY ASSURANCE AUDIT
CERTIFICATE

STUDY TITLE: A single-centre randomised, partially blind, single dose
crossover pilot study investigating the use of stopwatches to
assess the onset of action of soothing and cooling of
Gaviscon Peppermint liquid, Double Action Gaviscon
liquid, Gaviscon Advance liquid and a control in subjects
with heartburn following a refluxogenic meal.

STUDY NUMBER: RD 266/24573 (GA0706)

The data contained in this report have been verified as an accurate presentation of the raw
data obtained.

This was confirmed during the audits summarised below:

Audit / Review Conducted Audit Report Issued
CRF Audit 11% & 14™ January 08 14™ January 08
th f
11® April 08 o ipl?i o
Database Audit 25™ April 08 (screening failures AP
only) (screening failures
Y only)
Clinical Report Audit 15th-17™ Fuly 08 17" July 08
SIGNED: ,(Mcuruw DATE: 25 by OF
Lisa Harries
QUALITY ASSURANCE UNIT
QUALITY ASSURANCE UNIT

SIMBEC RESEARCH LIMITED
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APPENDIX 16.1.9 DOCUMENTATION OF STATISTICAL METHODS

In addition to this cover sheet, this appendix contains:

® The final Statistical Analysis Plan (18 pages)
L Signature page for final SAP (1 page)



Final RD 266/24573 (GA0706)

Statistical Analysis Plan

A single-centre, randomized, partially blind, single dose, crossover pilot study
investigating the use of stopwatches to assess the onset of action of soothing and cooling
of Gaviscon Peppermint liquid, Double Action Gaviscon liquid, Gaviscon Advance
liquid, and a control in subjects with heartburn following a refluxogenic meal.

Clinical Phase IV

Sponsor Protocol Identification: GA0706

Simbee Protocol Identification;: RD 266/24573

Version: Final, 18"™ April 2008

Prepared by:

Do~ Hu&\\ef 1R A t{?\”loﬁg ;

------------------------------------------- s sssnrnshrsvernen

Darren Hughes, Simbee Stnior Statistician Date

Reviéwed by:

L Apr Z00R

Date
shbsmyebbdbd e brvivever thesvewe f IIIIIIIIIIIII [-?-6-?@!‘-‘%2:%8"
Kevin Owen, Simbec Project Manager Date
8 N\, 2008
Date
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Final RD 266/24573 (GA0706)

Statistical Analysis Plan

A single-centre, randomized, partially blind, single dose, crossover pilot study
investigating the use of stopwatches to assess the onset of action of soothing and cooling
of Gaviscon Peppermint liquid, Double Action Gaviscon liquid, Gaviscon Advance
liquid, and a control in subjects with heartburn following a refluxogenic meal.

Clinical Phase IV

Sponsor Protocol Identification: GA0706

Simbec¢ Protocol Identification: RD 266/24573

Version: Final, 18™ April 2008

Prepared by:

-----------------------------------------------------------------

Darren Hughes, Simbec Senior Statistician Date

Reviewed by:

-----------------------------------------------------------------

Kevin Owen, Simbec Project Manager Date

Approved by:

.................................................................
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Final RD 266/24573 (GA0706)

1. Protocol

This statistical analysis plan is written based on the clinical trial protoco! produced by Reckitt
Benckiser Healthcare (UK) Ltd. of the 13" November 2007.

2. Purpose

The primary objective of this study was to pilot the stopwatch technique for determining the onset of
action of products that provide a perceived soothing effect in the throat/ocesophagus (foodpipe) during
heartburn.

The secondary objectives of this study were to evaluate the time to first perceived cooling effect in the
throat/oesophagus (foodpipe); the description of an “instant™ benefit from the product; the ability of
the product to make the mouth/throat feel fresher; and the subject’s willingness to use the product
again.

3. Study Design

This was a single-centre, randomised, partially blind, single dose, crossover pilot study in subjects
who displayed symptoms of heartburn following a refluxogenic meal.

4. Treatment Description

Subjects were treated with a single dose of each of the following treatments, according to a pre-
defined randomisation schedule.

Product A: Gaviscon Peppermint liquid in sachets, contains 500mg sodium alginate, 267mg sodium
bicarbonate, and 160mg calcium carbonate per 10ml dose, 10m! suspension in sachet, NL15334,

Product B: Gaviscon Advance Aniseed Flavour, contains 1000mg sodium alginate and 200mg
potassium bicarbonate per 10ml dose, 300ml suspension in bottle, PLO0063/0097.

Product C: Gaviscon Double Action Liquid, contains 500mg sodium alginate 213mg sodium
bicarbonate, and 325mg calcium carbonate per 10ml dose, 300ml suspension in bottle,
PL00063/0156.

Product D: Control, contains 50.10mg lactose, 30.00mg mannitol, 15.00mg maize starch, 2.00mg
povidine K30, 1.48mg citric acid anhydrous granular, 0.75mg magnesium stearate, and 0.67mg
sodium citrate per 100mg tablet, Batch No: 397280.
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Final RD 266/24573 (GA0706)

5. Sample Size

No statistical justification for the sample size in this study was performed because this is a pilot study
intended to provide variance estimates from which sample size estimates for future studies can be
derived.

6. Populations

Safety Population (Safety):
All subjects who were recruited to the study and received at least one dose of study medication. This
population will be used for summaries of demography and safety.

Intention to Treat (ITT):
All subjects who were recruited to the study, received at least one dose of study medication and have

efficacy data for at least one treatment visit other than that for the control. This population will be
used for summaries of efficacy data.

7. Study End-Points
The primary study end-point is:

+ time to first perceived soothing effect in the throat/oesophagus (foodpipe) using a stopwatch

The secondary study end-points are:

time to first perceived cooling effect in the throat/oesophagus (foodpipe) using a stopwatch
‘instant’ benefit (yes/no)

mouth/throat freshness (yes/no)

willingness to use product to treat heartburn again (yes/no)

The safety end-points for this study are:
s vital signs

s adverse events
» laboratory data

Page 3 of 18
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8. Pharmacokinetic Analysis

Not applicable

9. Statistical Analysis

The primary endpoint is the amount of time to first perceived soothing effect in the throat/oesophagus
(assessed using a stopwatch). When a soothing effect is not reported within 30 minutes the results will
be reported as censored at 30 minutes.

The time to first perceived soothing effect will be summarised by treatment using the number of
subjects assessed, the number of subjects with censored and uncensored data and either the mean
standard deviation, minimum, median and maximum (if all subjects provide uncensored data) or the
median and minimum (when censored data are reported). If there are no censored observations an
upper one-sided 95% confidence limit for the mean time to first perceived soothing effect will be
computed.

The number and percentage of subjects who have a time to first perceived soothing effect of no more
than 5 seconds will be summarised by treatment, The lower one-sided 95% confidence limit for the
percentage of subjects who have a time to first perceived soothing effect of no more than 5 seconds
will be computed using exact methods and summarised by treatment

The secondary endpoint amount of time to first perceived cooling effect in the throat/oesophagus
(assessed using a stopwatch) will be summarised using the same methods as for time to perceived
soothing effect.

The three remaining parameters 1) “instant’ benefit 2) mouth/throat freshness and 3) willingness to
use product to treat heartburn again will be summarised by treatment using a frequency distribution.
For each parameter the lower one-sided 95% confidence limit for the percentage of subjects who gave
a positive response will be computed using exact methods and summarized by treatment.

There will be no formal statistical comparison of data from the control and Gaviscon groups.
SAS for Windows 9.1.3 statistical software will be employed for all statistical calculations.
No study-specific validation of SAS programs will be undertaken. Instead all output regarding

summary information and statistical analysis will be quality controlled. An independent statistician
will perform the same analysis to ensure the information contained in the clinical report is correct.

10. Safety Analysis

10.1  Vital Signs

Descriptive statistics (n, mean, standard deviation, minimum, median and maximum) will be
calculated for vital signs parameters at pre-study and post-study. These descriptive statistics will also
be presented for the change from pre-study in vital signs parameters.
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Final RD 266/24573 (GA0706)

10.2 Adverse Events

All adverse events will be coded using the MedDRA version 10.0 dictionary. Only treatment
emergent adverse events that occur post dosing will be included in the summary tables. Incidence of
the number of subjects reporting adverse events by MedDRA preferred term, severity and relationship
will be tabulated by treatment.

Additionally, the incidence of treatment emergent adverse events will be compared between treatment
groups using a Chi-Square test for all adverse events by preferred term, for adverse events classified
by the investigator as definitely/probably/possibly related to study medication and also for severe
adverse events.

10.3 Laboratory Data (Biochemistry and Haematology)

Descriptive statistics {n, mean, standard deviation, minimum, median and maximum) of absolute
values at pre-study will be calculated for all laboratory parameters.

11. Other Analyses

11.1 Demographics

Descriptive statistics (n, mean, standard deviation, minimum, median and maximum) will be
calculated for the continuous variables age, height, weight and BMI by gender and overall.

12. Release of Data

After database lock the Simbec study Statistician will list and tabulate all the safety data, additionally
they will perform the statistical analyses on the efficacy data. The Simbec study statistician will then

send a zipped file to Reckitt Benckiser of all the safety listings, tables and statistical analyses, which

will also include a list of the study populations.
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List of Listings (Study Population)

Screening Failures (All Subjects)

Subject Populations (All Subjects)

Visit Dates (All Subjects)

Demographic Data (All Subjects)

Vital Signs Data (All Subjects)

General History (All Subjects)

Medical History (All Subjects)

Concurrent Conditions (All Subjects)
Physical Examination (All Subjects)
Previous Medication (All Subjects)
Inclusion/Exclusion Criteria (All Subjects)
Drugs of Abuse and Pregnancy Results (All Subjects)
Virology Results (All Subjects)
Refluxogenic Meal Data (All Subjects)
Dose Administration (All Subjects)

ECG Data (All Subjects)

Soothing and Cooling Effect Data (All Subjects)
Adverse Events (All Subjects)
Concomitant Medications (All Subjects)
Protocol Deviations (All Subjects)
Additional Medical Notes (All Subjects)
Final Evaluation (All Subjects)
Biochemistry Data {All Subjects)
Haematology Data (All Subjects)
Urinalysis Data (All Subjects)

Microscopy Results (All Subjects)
Biochemistry Out of Ranges (All Subjects)
Haematology Out of Ranges (All Subjects)
Urinalysis Out of Ranges (All Subjects)

Page 6 of 18
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Final RD 266/24573 (GA0706)

List of Summary Tables (Study Population)

Demography (Safety Population)

Vital Signs (Safety Population)

Adverse Events by Organ System and Preferred Term (Safety Population)
Adverse Events by Severity (Safety Population)

Adverse Events by Relationship (Safety Population)

Biochemistry Data (Safety Population)

Haematology Data (Safety Population)

Time to First Perceived Scothing Effect {ITT Population)

Frequency of Subjects with Time to First Perceived Soothing Effect of No More than 5
Seconds (ITT Population)

Time to First Perceived Cooling Effect (ITT Population)

* Subjective Assessments (ITT Population)
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Demography (Safety Population)

RD 266/24573 (GAQ706)

Variable Male Female All
AGE (YRS) N 15 5 20
MEAN 271 273 27.2

SD 8.7 7.5 8.2

MIN 18 18 18

MEDIAN 24 24 24

MAX 45 36 45

HEIGHT (M) N 15 5 20
MEAN 1.81 1.63 1.75

sD 0.07 0.08 0.11

MIN 1.70 1.52 1.52
MEDIAN 1.81 1.61 1.79
MAX 1.98 1.73 1.96

WEIGHT (KG) N 15 5 20
MEAN 79.0 63.8 74.2

sD 6.2 8.0 9.8
MIN 68.4 536 53.8
MEDIAN 78.3 83.3 76.7
MAX 91.8 T4.1 91.8

BMI (KG/M2) N 15 5 20
MEAN 24.2 24.0 241

SD 1.9 1.7 1.8
MIN 206 21.9 20.6
MEDIAN 251 23.2 24.4
MAX 26.6 26.2 26.6
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Vital Signs (Safety Population)

Variable Pre-Study Post-Study Change
SITTING SBP N 20 20 20
{(MMHG) MEAN 137.5 1442 67
SD 5.5 8.3 8.3
MiN 131 136 -1
MEDIAN 137 143 4.5
MaX 147 159 21
SITTING DBP N 20 20 20
{(MMHG) MEAN 75.1 76.8 16
SD 13.8 15.8 8.0
MIN 59 55 -4
MEDIAN 74 81.5 -3
MAX 96 94 12
SITTING N 20 20 20
PULSE {BPM} MEAN 65.0 63.3 -1.1
sD 108 10.9 57
MIN 50 51 -7
MEDIAN 65 64.5 -1.5
MAX 79 82 7
TEMP. (C) N 20 20 20
MEAN 36.77 36.4 -D0.35
SD 0.47 0.22 0.41
MIN 359 36.2 -0.9
MEDIAN 36.9 36.4 -0.45
MAX 37.2 36.8 0.3
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Adverse Events by Preferred Term (Safety Population)

RD 266/24573 (GA0706)

Number of Reports / Number of Subjects (% brackets)

MedDRA A B Cc D

MedDRA Primary SOC Preferred Term (n=20} (n=20) (n=20) (n=20)

General Disorders and
T - THIRST 141(4.2) 2/2(8.3) 212(8.3) ]
Administration Site Conditions
) DIZZINESS 2/1(4.2) 1/1({4.2) 1/1{42) 0
Nervous System Disorders
HEADACHE 0 0 0 1/1({4.2)

Product A: Gaviscon Peppermint liquid in sachets, contains 500mg sodiurn alginate, 267mg sodium bicarbonate, and 160mg calcium carbonate

per 10ml dose, 10ml suspension in sachet, NLL15334,

Preduct B: Gaviscon Advance Aniseed Flavour, contains 1000mg sodium alginate and 230mg potassium bicarbonate per 10ml dose, 300m|

suspension in bottle, PLO00B3/0097,

Product C: Gaviscon Double Action Liquid, contains 500mg sodium alginate 213mg sodium bicarbonate, and 325mg calcium carbonate per 10ml

dose, 300ml suspension in bottte, PLOG063/0156.

Product D: Control, contains §0.10mg lactose, 30.00mg mannitol, 15.00mg maize starch, 2.00mg povidine K30, 1.48mg citric acid anhydrous

granular, 0.75mg magnesium stearate, and 0.67mg sodium citrate per 100mg tablet, Batch No: 397280.
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Adverse Events by Severity (Safety Population)

Product A
MedDRA Mild Moderate Severe
MedDRA Primary SOC Preferred Term
General Disorders and
Administration Site THIRST (p=1.0000) 1 0 0
Conditions
Nervous System DIZZINESS (p=0.6345) 0 1 0
Disorders HEADACHE (p=1.0000} 1 1

p-values are based on treatment comparisons of the number of subjects with severe adverse events, for each preferred term.
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Adverse Events by Relationship (Safety Population)

RD 266/24573 (GA0706)

Product A
MedDRA Definite Probable Possible Unlikely None
MedDRA Primary SOC Preferred Term
General Disorders and
Administration Site THIRST (p=1.0000) 0 0 1 0 0
Conditions
Nervous Syslem DIZZINESS {p=1.0000) 1 0 0 0 0
Disorders HEADACHE {p=0.4512) 0 1 1 0

p-values are based on treatment comparisons of the number of subjects with definite, probable or possible adverse events, for

each preferred term.

Page 13 0of 18



Final RD 266/24573 (GA0706)

Biochemistry Data (Safety Population)

Phase Parameter N Mean SD Minimum Median Maximum
Pre-Study ALP (IU.L-1} 24 156.31 35.83 96.1 196.25 229.3
Pre-Study ALT (IU.L-1) 24 20,09 7.22 8.5 20.20 37.4
Pre-Study AST (IU.L-1) 24 21.84 477 16.6 223 36.3
Pre-Study Albumin (g.L-1) 24 45,10 2.94 39.3 44,15 52,7
Pre-Study Calcium (mmol.L-1) 24 2.57 0.1 237 237 274
Pre-Study Cholesterol {mmol.L-1) 24 4.69 0.75 33 4,45 5.8
Pre-Study Creatine Kinase (IU.L-1} 24 121.86 78.89 25.0 138.45 396.7
Pre-Study Creatipine (umal.l.-1) 24 79.80 13.43 578 76.8 1106
Pre-Study GGT (IU.L-1) 24 16.00 §5.25 7.6 16.1 271
Pre-Study Glucose {mmel.L-1) 24 472 0.58 35 4.7 6.3
Pre-Study HBD (JU.L-1) 24 128.94 209 102.7 116.4 188.2
Pre-Study Phosphorus (mmal.L-1) 24 1.12 0.45 0.76 1.05 1.35
Pre-Study Potassium {mmol.L-1) 24 4.48 0.29 4.02 4.46 5.06
Pre-Study Sodium (mmol.L-1) 24 140.04 1.58 136.7 139 142.9
Pre-Study Total Bilirubin (umol.L-1) 24 10.50 4.66 5.8 11.65 24,5
Pre-Study Total Protein {g.L-1) 24 73.54 3.88 63.3 72.05 79.5
Pre-Study Triglycerides (mmol.L.-1) 24 1.19 0.79 0.45 1.18 3.46
Pre-Study Urea (mmeol.L-1) 24 4,68 1.31 2.2 4.0 6.9
Pre-Study Uric Acid (mmol.L-1) 24 0.3 0.08 0.13 0.33 0.42
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Haematology Data (Safety Population)

Phase Parameter N Mean SD Minimurn Median Maximum
Pre-Study Basophils (X10 9.L-1) 24 o 0 1] 0 1]
Pre-Study Eosinophils (X10 9.L-1) 24 0.146 0.078 0.1 0.0 0.4
Pre-Study Haematocrit {L.L-1) 24 0.417 0,030 0.345 0.447 0.458
Pre-Study Haemeoglobin {g.L-1) 24 14.417 0,987 12.3 15,15 15.8
Pre-Study Lymphocytes (X10 9.L-1) 24 1.550 0.344 0.9 1.65 241
Pre-Study MCH (pg) 24 30,921 1.375 287 28.15 34.7
Pre-Study MCHC {g.L-1) 24 34.608 0.882 33.4 34 371
Pre-Study MCV (fL) 24 89,354 3.547 83.1 B4.15 97.3
Pre-Study Monocytes (X10 9.L-1) 24 0.371 0.112 0.2 0.4 0.6
Pre-Study Neutrophils (X10 9.L-1) 24 3,104 0.984 1.9 3.6 55
Pre-Study Platelets (X10 9.L-1) 24 24,438 3.466 19.9 263.5 31.5
Pre-Study RBC {(X10 12.L-1) 24 4.674 0.409 3.68 5.35 5.2
Pre-Study WBC (X10 9.L-1} 24 5313 1.118 3.7 5.7 8.0
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Time to First Perceived Soothing Effect (ITT Population)

RD 266/24573 (GA0706)

No, No.
Product N Censored Uncensored Mean Upper 85% CI sSD Minimum Median Maximum
Product A 20 0 20 2.69 4.20 3.24 027 1.34 14.60
Product B 20 o) 20 1.99 2,92 1.99 022 117 7.38
Product C 20 [} 20 214 3.08 1.96 017 1.37 7.00
Product D 20 16 4 - — - 7.48 30.00 —

A similar table will be presented for Time to First Perceived Cooling Effect
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Frequency of Subjects with Time to First Perceived Soothing Effect of No More than 5 Seconds
(ITT Population)

Time < § Seconds

Product N N (%))
Product A 20 0{0.0)
Product B 20 0(0.0
Product C 20 0(0.0)
Product D 20 0 (0.0
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Subjective Assessments (ITT Population)

Response

(%) Product A Product B Praduct C Product D
Parameter
Instant Benefit No 20 {100.0} 7 {3500 6 (30.0) 8 (40.0)
Yes 0(0.0) 13 (65.0) 14 (70.0) 14 (60.0)
LS5% CL for % Yes 0 0.0 125 20.0
Mouth/Throat Feel Fresher No 20 {100.0} 8 {40.0) 5(25.0) 6 (30.0)
Yes 0(0.0) 12 (60.0) 15 (75.0) 14 (70.0)
L95% Cl for % Yes 0 17.5 225 25.0
Willing to Use Again No 20 (100.0) 7 (35.0) 2(10.0) 4 (20.0)
Yes 0(0.0) 13 (65.0) 18 (300 16 (80.0)
L95% Cl for % Yes 0 15.0 450 350
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APPENDIX 16.1.10 DOCUMENTATION OF INTER-LABORATORY

STANDARDISATION METHODS AND QUALITY ASSURANCE
PROCEDURES

L] Multiple laboratories were not used for analyses in this study so this appendix
is not present
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APPENDIX 16.1.11 PUBLICATIONS BASED ON THE STUDY

. None of the data from this study has been published so this appendix is not
present
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APPENDIX 16.1.12 IMPORTANT PUBLICATIONS REFERENCED IN
THE REPORT

L None of the publications referenced in the report is appended



Study No: GAQ706 Final Report: 11 July 2008

APPENDIX 16.2 SUBJECT DATA LISTINGS

This section consists of 8 appendices with their own cover sheets
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APPENDIX 16.2.1 DISCONTINUED SUBJECTS

No subjects discontinued the study. This appendix contains:

o The study termination listing (1 page)



RD 266/24573 (GAO706)

Study Termination

Subject Completed

Number Study Date Completed
1 YES 12FEB2008
2 YES 13FEB2008
3 YES 13FEB2008
4 YES 14FEB2008
5 YES 13FEB2008
6 YES 13FEB2008
7 YES 13FEB2008
8 YES 13FEB2008
9 YES 13FEB2008
10 YES 14FEB2008
" YES 13FEB2008
12 YES 19FEB2008
13 YES 19FEB2008
14 YES 21FEB2008
15 YES 19FEB2008
16 YES 20FEB2008
7 YES 19FEB2008
18 YES 20FEB2008
19 YES 19FEB2008
20 YES 19FEB2008

Output File: term, 28APR2008 8:22, Final
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APPENDIX 16.2.2 PROTOCOL DEVIATIONS

There were no protocol deviations so this appendix is not present.
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APPENDIX 16.2.3 SUBJECTS EXCLUDED FROM THE ANALYSES

In addition to this cover sheet, this appendix contains:

° The screen failures listing (1 page)

L The study population data listing (1 page)
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RD 266/24573 (GAQ706)

Subject Populations

Subject  Safety ITT
Number Population  Population

1 Yes Yes
2 Yes Yes
3 Yes Yes
4 Yes Yes
5 Yes Yes
8 Yes Yes
7 Yes Yes
8 Yes Yes
] Yes Yes
10 Yes Yes
1 Yes Yes
12 Yes Yes
13 Yes Yes
14 Yes Yes
15 Yes Yes
16 Yes Yes
17 Yes Yes
18 Yes Yes
19 Yes Yes
20 Yes Yes

Oulput File: pops, 28APR2008 11:22, Final
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APPENDIX 16.2.4 DEMOGRAPHIC DATA

In addition to this cover sheet, this appendix contains:

® Concomitant Medications listing {1 page)

Ld Concurrent Conditions listing (2 pages)

L Demographic Data listing (1 page)

. ECG Results listing (2 pages)

& Abnormal Physical Examination listing (1 page)

L General History listing (e.g. heartburn, smoking and alcohol history) (1 page)
L Medical History listing (4 pages)

L Inclusion/Exclusion criteria listing (1 page)

®  Additional Medical Notes listing (2 pages)

® Previous Medications and Contraceptive Use listing (1 page)
o Vital Signs listing (2 pages)

® Refluxogenic meal listing (1 page)
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Concurrent Conditions

Clinically
Subject System Details Start Date  Significant
1 GASTRO-INTESTINAL OCCASIONAL HEARTBURMN 2000 NO
2 GASTRO-INTESTINAL REFLUX OESOPHAGITIS NO
DEC2005
5 OPHTHALMOLOGICAL GLASSES FOR DRIVING NK NO
5 GENITO-URINARY IUCD 2005 NO
5 MUSCULOSKELETAL OSTEQARTHRITIS RIGHT MTP JOINT 20068 NO
8 CARDIOVASCULAR PALPITATIONS IN PAST NK NO
6 GASTRO-INTESTINAL  MILD GASTRITIS ON OGD NK NO
7 MUSCULOSKELETAL PATELLO-FEMORAL DISORDER (BILATERAL) 1998 NO
8 ALLERGIES HAYFEVER 2003 NO
9 CARDIOVASCULAR MURMUR IN PREGNANCY ECHO NORMAL 1984 NO
10 MUSCULOSKELETAL BACK PAIN 1991 NO

Output File: cond, 28APR2008 9:52, Final
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Concurrent Conditions

Clinically
Subject System Details Start Date  Significant
1 DERMATOLOGICAL ECZEMA 2003 NO
12 GASTRO-INTESTINAL ~ CONSTIPATION (INTERMITTENT) 1992 NO
12 MUSCULOSKELETAL LOW BACK PAIN FEB1998 NO
13 DERMATOLOGICAL BREAST IMPLANT 1972 NO
13 DERMATOLOGICAL ROSACEA NK NO
13 CARDIOVASCULAR OCCASIONAL PALPITATION NK NO
13 GASTRO-INTESTINAL OCCASIONAL INDIGESTION NK NO
13 MUSCULOSKELETAL SCIATICA 2003 NO
14 MUSCULOSKELETAL SUBLUXATION RIGHT SHOULDER 2007 NO
15 MUSCULOSKELETAL SHOULDER ARTHRITIS NK NO
16 RESPIRATORY ASTHMA - INFREQUENT USE OF MEDICATION 2002 NO
20 MUSCULOSKELETAL LOW BACK PAIN 2001 NO
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Demographic Data
Pre-Study

Subject Subject Date of Age  Height Weight

Number  Init. Consent Sex Race (yrs) {em) (kg) BMI
1 LJO 24JAN2008 FEMALE CAUCASIAN 19 162 56.1 21.4
2 SIT 22JAN2008 FEMALE CAUCASIAN 49 161 56.9 22.0
3 LBB 22JAN2008 MALE CAUCASIAN 29 172 68.5 23.2
4 NJF 25JAN2008 FEMALE CAUCASIAN 37 185 93.6 39.0
5 B-D 25JAN2008 FEMALE CAUCASIAN 56 160 63.8 249
6 S-D 23JAN2008 FEMALE CAUCASIAN 58 154 617 26.0
7 KEH 25JAN2008 FEMALE CAUCASIAN 36 164 68.5 25,5
8 MLD 25JANZ008 FEMALE CAUCASIAN 33 160 57.0 22.3
9 SR 25JAN2008 FEMALE CAUCASIAN 38 156 51.9 21.6
10 BAP 24JAN2008 FEMALE CAUCASIAN 29 167 74.3 26.6
1" R-M 23JAN2008 FEMALE CAUCASIAN 50 158 51.7 20.7
12 AJB 21JAN2008 FEMALE CAUCASIAN 36 161 74.1 286
13 T™MH 25JAN2008 FEMALE CAUCASIAN 64 158 66.2 26.5
14 D-P 24JAN2008 MALE CAUCASIAN 41 176 93.1 301
15 WGM 24JAN2008  MALE CAUCASIAN 65 174 83.0 27.4
16 HLD 28JAN2008 FEMALE CAUCASIAN 25 168 72.5 257
17 S-P 28JAN2008 FEMALE CAUCASIAN 45 167 1121 40.2
18 L-H 28JAN2008 FEMALE CAUCASIAN 23 165 55.1 20.2
19 C-W 30JAN2008  MALE CAUCASIAN 28 176 89.8 29.0
20 N-T 31JAN2008 FEMALE CAUCASIAN 44 169 65.2 228
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ECG Results
Heart PR QRS QT QTC
Rate Interval  Width Interval  Interval

Subject  Visit {bpm) (mSec) (mSec) (mSec) (mSec) Review

1 Pre-Study 73 178 76 359 395 NORMAL
1 Post-Study 59 143 80 389 385 NORMAL
2 Pre-Study 74 138 9 379 420 NORMAL
2 Post-Study 72 140 72 371 406 NORMAL
3 Pre-Study 55 169 106 406 388 NORMAL
3 Post-Study 65 171 98 383 398 NORMAL
4 Pre-Study 64 118L 78 g 393 ABNORMAL - NCS
4 Post-Study 72 105L 80 363 397 ABNORMAL - NCS
5 Pre-Study 80 183 83 404 404 NORMAL
5 Past-Study 52 177 75 409 380 NORMAL
6 Pre-Study 51 171 71 418 385 NORMAL
[§] Post-Study 49 173 72 420 379 NORMAL
7 Pre-Study 83 157 83 368 377 NORMAL
7 Post-Study 63 171 83 374 g3 NORMAL
8 Pre-Study 89 169 77 365 391 NORMAL
8 Post-Study 57 171 82 402 <1 F I NORMAL
9 Pre-Study 62 151 88 362 367 NORMAL
9 Post-Study 64 161 81 350 361 NORMAL
10 Pre-Study 50 153 76 406 370 NORMAL
10 Post-Study 66 153 74 374 392 NORMAL

Qutput File: ecg, 28APR2008 9:38, Final

H = Above Normal Range
L = Below Normal Range
RD 266/24573 (GAO706)



ECG Results

Heart PR QRS QT QTC
Rate Interval  Width Interval  Interval

Subject  Visit (bpm) (mSec) (mSec) (mSec) (mSec) Review

1" Pre-Study 65 172 80 369 384 ABNORMAL - NCS
11 Pre-Study Rpt 61 186 75 368 371 ABNORMAL - NCS
1 Post-Study 63 178 77 370 379 NORMAL

12 Pre-Study €6 185 8h 363 380 NORMAL

12 Post-Study 71 177 82 342 372 NORMAL

13 Pre-Study 65 132 84 367 381 NORMAL

13 Post-Study 67 132 86 363 383 NORMAL

14 Pre-Study 72 157 87 376 411 NORMAL

14 Post-Study 64 163 85 371 383 NORMAL

16 Pre-Study 60 161 70 406 408 NORMAL

15 Post-Study 67 160 71 373 394 NORMAL

16 Pre-Study 59 162 80 416 412 NORMAL

16 Post-Study 61 155 75 409 412 NORMAL

17 Pre-Study 88 138 85 339 410 NORMAL

17 Post-Study &8 140 86 336 406 NORMAL

18 Pre-Study 57 144 80 409 398 NORMAL

18 Post-Study 7 148 86 373 405 NORMAL

19 Pre-Study 58 158 88 346 340L ABNORMAL - NCS
19 Pre-Study Rpt 61 153 88 345 347L ABNORMAL - NCS
19 Post-Study 59 154 83 355 352 NORMAL

20 Pre-Study a3 145 76 415 390 NORMAL

20 Post-Study 55 145 75 403 385 NORMAL

Output File: ecq, 28APR2008 9:38, Final

H = Above Normal Range
L = Below Normal Range
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Abnormal Physical Examination at Screening

Subject  System Details

2 DERMATOLOGICAL TATTOO LEFT SHOULDER

3 DERMATOLOGICAL TATTOOS ON RIGHT + LEFT HANDS

6 GASTRO-INTESTINAL  HYSTERECTOMY SCAR

7 OERMATOLOGICAL TATTOO ON THE BACK

8 DERMATOLOGICAL TATTOG LEFT SHOULDER

9 DERMATOLOGICAL SCAR (POST OF KIDNEY SURGERY) RIGHT/FLANK

10 DERMATOLOGICAL TATTOO ON THE BACK

11 DERMATOLOGICAL PATCH OF ECZEMA ON LEFT LOWER LEG

12 DERMATOLOGICAL TATTOOS BACK, RIGHT ARM

13 QPHTHALMOLOGICAL  BILATERAL INTRAQCULAR LENS

13 DERMATOLOGICAL BILATERAL BREAST IMPLANT

17 DERMATOLOGICAL TATTOO LEFT BREAST,

17 GASTRO-INTESTINAL ~ ABDOMINOPLASTY SCAR, CAESAREAN SECTION SCAR
18 DERMATOLOGICAL TATTOOS IN LIF (LEFT ILLIAC FOSSA), RIGHT SHOULDER BLADE, BASE + MIDDLE SPINE
20 DERMATOLOGICAL LASERATION SCAR ON THE RIGHT FOREARM

Qutput File: exam, 28APR2008 9.06, Final
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General History

History of
History of Drug, :
Heartburn Solvent or Alcohal Tobacco
Related to Alcohol Alcohol Consumption Tobacco Amount par
Subject  Reflux Abuse User {uiweek) User Day
1 YES NO YES 2 NO
2 YES NO YES 4 NO
3 YES NO YES 2 NO
4 YES NO YES 10 NO
5 YES NO YES 10 NC
& YES NO YES 1 NO
7 YES NO YES 4 NO
8 YES NO NO YES 10
g YES NO YES 6 YES 5
10 YES NO NO YES 8
11 YES NO NO NO
12 YES NO YES 10 YES 5
13 YES NO YES 8 NO
14 YES NO NO NO
15 YES NO YES 3] NO
16 YES NO YES 10 NO
17 YES NO YES 10 NO
18 YES NO YES 4 NO
19 YES NO YES 12 NO
20 YES NO YES 2 YES 10

Output File: ghist, 28APR2008 8:32, Final
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RD 266/24573 (GAD706)

Listing of Previous Medications and Contraceptive Use

Subject  Previous Medication Dose Route Date Time
1 CILEST ONE TAB PO DEC 07 N/A
2 MARVELON ONE TAB PO 2007 N/A,
4 FEMODENE ONE TAB PO NK/1986 N/A
7 FEMODENE ONE TAB PO NK/1993 N/A
8 IMPLANON 1ROD 31C EVERY 3 YEARS N/A
9 MICROGYNON 1TAB PO NK NK
10 MICROGYNON 1 TABLET PO NK NK
12 MARVELON ONE TAB PO N/K {ONGOING) NIA
13 LIVIAL (HRT) 1TAB PO SINCE 1987 07:15
16 MICROGYNON ONE TAB PO 1999 NIA
i8 IMPLANON NIA S/C NOV 07 NIA

Qutput File: pmed, 28APR2008 8:41, Final



RD 266/24573 (GAQ706)

Vital Signs Data

Sitting Sitting

Systolic  Diastolic  Sitting

Blood Blood Pulse
Subject Pressure Pressure  Rate Temperature
Number Visit (mmHg) (mmHg} {bpm) {C)
1 Pre-Study 107 63 73 36.8
1 Post-Study 112 57 54 36.3
2 Pre-Study 134 64 70 367
2 Post-Study 127 58 75 36.7
3 Pre-Study 134 72 55 36.5
3 Post-Study 123 71 72 36.8
4 Pre-Study 112 74 7 37.0
4 Post-Study 121 71 83 36.5
5 Pre-Study 152H 76 62 36.0
5 Pre-Study Rpt ~ 146H 74
5 Post-Study 136 75 58 36.2
6 Pre-Study 114 &7 55 35.1
L] Post-Study 11 62 55 36.5
7 Pre-Study 114 72 71 36.6
7 Post-Study 107 78 70 36.0
8 Pre-Study 116 62 68 36.8
8 Post-Study 115 76 60 36.5
9 Pre-Study 147H 70 65 37.2
9 Pre-Study Rpt  145H 76
9 Post-Study 135 70 66 37.0
10 Pre-Study 102 54 55 36.2
10 Post-Study 109 86 68 36.5

Qutput File: vs, 2BAPR2008 11:02, Final

H = Above Normal Range
L = Below Normal Range



RD 266/24573 (GAO706)

Vital Signs Data

Sitting Sitting

Systolic  Diastolic  Sitting

Elood Blood Pulse
Subject Pressure Pressure  Rate Temperature
Number Visit {mmHg)  {mmHg) {bpmy C)
11 Pre-Study 111 72 72 36.7
11 Post-Study 135 65 &7 36.8
12 Pre-Study 136 85 74 371
12 Post-Study 126 80 75 37.2
13 Pre-Study 148H 87 70 36.1
13 Pre-Study Rpt 133 77
13 Post-Study 140 81 63 36.0
14 Pre-Study 133 87 84 35.1L
14 Pre-Study Rpt 35.4L
14 Post-Study 139 88 75 36.0
16 Pre-Study 153H 80 61 36.3
15 Pre-Study Rpt 135 81
15 Post-Study 146H 77 70 36.3
16 Pre-Study 117 59 62 36.0
16 Post-Study 115 £9 70 36.0
17 Pre-Study 130 80 72 37.2
17 Post-Study 140 76 88 36.0
18 Pre-Study 98 54 58 36.6
18 Post-Study 94 51 73 36.6
18 Pre-Study 113 79 70 36.0
19 Post-Study 140 77 68 36.2
20 Pre-Study 100 65 59 36.4
20 Post-Study 101 g2 69 371

Cutput File: vs, 28APR2008 11:02, Final

H = Above Normal Range
L = Below Normal Range



RD 266/24573 (GAG706)

Reflux Meal and Heartbum

Meal Meal Onset of Degree of
Subject  Start Time Stop Time  Heartbumn Heartburn

1 12:21 12:41 12:53 SEVERE
2 12:20 12:40 12:43 SEVERE
3 1219 12:39 13:06 SEVERE
4 12:28 12:45 12:59 MODERATE
5 13:36 13:56 14:27 MODERATE
6 12:20 12:37 12:47 SEVERE
7 12:18 12:27 12:46 SEVERE
8 12:26 12:46 12:58 MODERATE
] 12:25 12:45 12:69 MODERATE
10 12:20 12:37 12:59 SEVERE
11 12:26 12:44 13:01 SEVERE
iz 12:27 12:39 1242 MODERATE
13 12:28 12:44 12:49 MODERATE
14 12:34 12:41 13:02 MODERATE
15 12:28 12:42 12:55 SEVERE
16 12:34 12:52 1321 MODERATE
17 12:28 12:40 13:00 MODERATE
18 12:34 12:51 13:22 MODERATE
19 13 13:23 13.38 SEVERE
20 13:53 14:13 14:21 MODERATE

Qutput Fite: reflux, 28APR2008 9:05, Final
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APPENDIX 16.2.5 COMPLIANCE AND/OR DRUG CONCENTRATION
DATA

In addition to this cover sheet, this appendix ¢ontains:

L] Dose Administration listing (1 page)

° Visit Dates listing (1 page)



RD 266/24573 (GA0708)

Dose Administration

Subject

Date, Time, Dose 1

Date, Time, Dose 2

Date, Time, Dose 3

Date, Time, Dose 4

@ ® ~N @ AW N =

T U U et (A S 4
W e N o th AW N =2 O

20

01FEB2008 13:44 C
01FEB2008 13:42 D
01FEB2008 13:47 A
01FEB2008 13:37 B
01FEB2008 15:55 A
01FEB2008 13:49 8
01FEB2008 14:00 C
01FEB2008 14116 D
01FEB2008 14:14 A
01FEB2008 14:50 C
01FEB200E 14:28 D
05FEB2008 12:36 B
O5FEB2008 14:14 B
05FEB2008 13:41 C
05FEB2008 13:43 D
05FEB2008 14:07 A
05FEB2008 14:03 A
05FEB2008 14:12C
O07FEB2008 14:39 D
07FEB2008 14:41 B

04FEB2008 13:44 D

D4FEB2008 13:40 A
04FEB2008 1349 B
04FEB2008 13:47 C
04FEB2008 13:56 B
04FEB2008 13:52 C
04FEB2008 14:13 D
04FEBZ006 14:18 A
04FEB2008 14:20 B
04FEB2008 14:26 D
Q04FEB2008 14:24 A
07FEB2008 12:25C
07FEB2008 13:41 C
07FEB2008 13:31 D
07FEB2008 13:34 A
07FEB2008 13:39 B
07FEB2008 14:34 B
07FEB2008 14:45D
11FEB2008 14:16 A
11FEB2008 14:27 C

06FEB2008 13:42 B
06FEB2008 13:35C
0BFEB2008 13:41 D
0SFEB2008 13:48 A
O06FEB2008 13:53 D
08FEB2008 13:45 A
06FEB2008 14:29 B
0SFEB2008 14:34 C
06FEB2008 14:39 D
06FEB2008 14:48 B
06FEB2008 14:50 C
11FEB2008 13:35 A
11FEB2008 13:46 A
11FEB2008 13:42 B
11FEB2008 13:40 C
11FEB2008 13:48 D
11FEB2008 14111 D
11FEB2008 14:08 B
13FEB2008 1410 C
13FEB2008 14:23 A

DBFEB2008B 13:41 A
08FEB2008 13:43 B
0BFEB2008 13:45C
08FEB2008 13:49D
08FEB2008 13:51 C
0BFEB2008 13:47 D
0BFEB2008 14:40 A
08FEB2008 14:358B
08FEB2008 14:37 C
OBFEB2008 14:47 A
08FEB2008 13:53 B
13FEB2008 13:20 O
13FEB2008 13:45D
13FEB2008 13:35 A
13FEB2008 13:38 B
13FEB2008 13:43C
13FEB2008 14:11 C
13FEB2008 14:16 A
15FEB2008 14108
15FEB2008B 14:38 D

QOutpul File: dose, 28APR2008 15:26, Final

Treatment A = Gaviscon Peppermint Liquid
Treatment B = Gaviscon Advance Aniseed Flavour
Treatment C = Gaviscon Double Action Liquid

Treatment D = Control



RD 266/24573 (GAO708)

Visit Dates
Pre-Study Phase 1 Phase 2 Phase 3 Phase 4

Subject  Pre-Study Repeat Dosing Dosing Daosing Dosing Post-Study

1 24JAN2008 01FEB2008 D4FEB2008 OBFEB2008 08FEB2008 12FEB2008
2 22JAN2008 01FEB2008 D4FEB2008 06FEB2008 0BFEB2008 13FEB2008
3 22JAN2008 01FEB2008 04FEB2008 06FEB2008 0BFEB2008 13FEB2008
4 24JAN2008 01FEB2008 04FEB2008 0GFEB2008 08FEB2008 14FEB2008
[ 25JAN2008 29JANZ2008 01FEB2008 04FEB2008 06FEB2008 08FEB2008 13FEB2008
6 23JAN2008 01FEB2008 D4FEB2008 06FEB2008 08FEB2008 13FEB2008
7 25JAN2008 01FEB2008 04FEB2008 U6FEB2008 08FEB2008 13FEB2008
8 25JAN2008 Q1FEB2008 04FEB2008 06FEB2008 08FEB2008 13FEB2008
9 25JAN2008 01FEB2008 04FEB2008 06FEB2008 08FEB2008 13FEB2008
10 24JAN2008 01FEB2008 04FEB2008 06FEB2008 08FEB2008 14FEB2008
11 23JAN2008 28JANZ2008 01FEB2008 04FEB2008 06FEB2008 08FEB2008 13FEB2008
12 21JAN2008 05FEB2008 07FEB2008 11FEB2008 13FEB2008 18FEB2008
13 25JAN2008 05FEB2008 07FEB2008 11FEB2008 13FEB2008 19FEB2008
14 24JAN2008 31JANZ2008 05FEB2008 07FEB2008 11FEB2008 13FEB2008 21FEB2008
15 24)JAN2008 31JAN2008 05FEB2008 07FEB2008 11FEB2008 13FEB2008 19FEB2008
16 28JAN2008 05FEB2008 07FEB2008 11FEB2008 13FEB2008 20FEB2008
17 28JAN2008 05FEB2008 07FEB2008 11FEB2008 13FEB2008 19FEB2008
18 28JANZ2008 05FEB2008 07FEB2008 11FEB2008 13FEB2008 20FEB2008
19 30JAN2008 07FEB2008 11FEB2008 13FEB2008 1SFEB2008 19FEB2008
20 31JAN20DB 07FEB2008 11FEB2008 13FEB2008 15FEB2008 19FEB2008

Output File: visit, 28APR2008 9:04, Final
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APPENDIX 16.2.6 INDIVIDUAL EFFICACY RESPONSE DATA

In addition to this cover sheet, this appendix contains:

° Individual Soothing and Cooling data listing (5 pages)
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Study No: GAO706 Final Repert: 11 July 2008

APPENDIX 16.2.7 ADVERSE EVENT LISTINGS

In addition to this cover sheet, this appendix contains:

L The adverse event listing (2 pages)
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Study No: GAO706 Final Report: 11 July 2008

APPENDIX 16.2.8 LISTING OF [INDIVIDUAL
MEASUREMENTS BY SUBJECT

In addition to this cover sheet, this appendix contains:

. Summary of biochemistry data (1 page)

. Biochemistry results listing (2 pages)

] Biochemistry out of range results (1 page)
] Summary of haematology data (1 page)

L Haematology results listing (1 pages)

L Haematology out of range results (1 page)
° Urinalysis results (1 page)

* Urinalysis out of range results (1 page)

. Urinalysis microscopy results (1page)

] Drugs of Abuse and Pregnancy Test Results (1 page)
®  Virology Test Results (1 page)

LABORATORY



RD 266/24573 {GAO706)

Summary of Biochemistry Data

Visit Parameter N Mean 5D Minirmum Median Maxirmum
Pre-Study - Albumin (g.L-1) 20 46,09 307 395 456 53.4
Pre-Study ALP (lU.L-1) 20 174.32 54.01 76.4 173.3 276.9
Pre-Study ALT (IU.L-1} 20 23.56 15.03 11.4 17.7 746
Pre-Study Total Bilirubin (mmoal.L-1) 20 10.28 6.25 29 8.7 29.5
Pre-Study Calcium (mmol.L-1) 20 2.368 0.079 2,23 2,37 2,53
Pre-Study Cholesteral (mmol,L-1) 20 4.86 0.97 31 4.5 73
Pre-Study Creatine Kinase (IU.L-1} 20 101.28 64.06 438 775 251.5
Pre-Study Creatinine (mmol.L-1) 20 67.59 12,59 478 65.1 98.9
Pre-Study GGT (U.L-1) 20 222 18.86 39 15.7 845
Pre-Study Glucose (mmol.L-1) 20 4.78 0.43 4.1 4.8 57
Pre-Study HBD (IU.L-1) 20 130.75 16.60 99.0 129.9 162.2
Pre-Study Potassium {mmol.L-1} 20 4535 0.279 4,04 452 512
Pre-Study Sodium {mmeol.L-1) 20 140,16 2.20 136.0 140.4 143.3
Pre-Study Phesphorus (mmol.L-1} 20 1.145 0.164 0.83 1.12 1.43
Pre-Study Total Protein {g.L-1) 20 76.52 511 68.3 76.3 88.7
Pre-Study Triglycerides {mmol.L-1) 20 1.240 0.624 0.40 1.05 2,80
Pre-Study Uric Acid {mmol.L=1) 20 0.254 0.069 0.16 0.24 0.39
Pre-Study Urea {mmol.L.-1} 20 437 1.00 24 4.7 5.7

Output File: tab_bio, 28APR2008 11.50, Final
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RD 266/24573 (GAD706)

Biochemistry Out of Range Resuits

Subject Visit Parameter Result Low Range High Range Units

1 Pre-Study GGT (IU.L-1) 7.3 7.8 46.8 Uil

2 Pre-Study Creatine Kinase (IU.L-1} 228.1 35.1 2279 L

2 Pre-Study Sodium (mmol.L-1) 143.3 135.4 142.5 MMOLL
3 Pre-Study Albumin {g.L-1) 53.4 420 50.5 GiL

3 Pre-Study Total Protein {g.L-1) 88.7 66.7 80.8 GiL

4 Pre-Study ALP (IU.L-1) 257.8 848 253.4 UL

4 Pre-Study Calcium {mmol.L-1) 223 2.24 2.66 MMOL/L
4 Pre-Study Cholesterol (mmol.L-1) 533 0.0 52 MMOLIL
5 Pre-Study ALP (IU.L-1) 76.4 84.6 2534 UL

5 Pre-Study Cholesterol (mmol.L-1) 6.45 0.0 52 MMOUL/L
5 Pre-Study Creatinine (umol.L-1) 53.8 56.0 92.2 UMOL/L
5 Pre-Study Glucose (mmol.L-1) 5.7 3.8 5.5 MMOL/L
5 Pre-Study Rpt Cholesterol (mmol.L-1) 6.33 0.0 5.2 MMOL/L
7 Pre-Study ALT (JU.L-1) 43.3 8.9 326 /L

7 Pre-Study Cholesterol (mmot.L-1) 5.67 0.0 52 MMOL/L
8 Pre-Study GGT {Iu.L-1) 3.9 7.8 46.8 UL

9 Pre-Study Albumin (g.L-1) 52.0 30.3 48.5 GIL

9 Pre-Study ALP {IU.L-1) 265.7 84.6 253.4 LIS

] Pre-Study Cholesterol (mmol.L-1} 5.50 0.0 5.2 MMOLIL
9 Pre-Study Total Protein (g.L-1) 85.8 66.1 811 GIL

11 Pre-Study Cholesterol (mmol.L-1} 7.32 0.0 5.2 MMOL/L
11 Pre-Study Sodium (mmot.L-1) 142.8 135.4 142.5 MMOL/L
" Pre-Study Triglycerides (mmol.L-1} 2.80 0.0 23 MMOLIL
11 Pre-Study Rpt Cholesterol (mmol.L-1} 7.15 0.0 52 MMOLIL
1 Pre-Study Rpt Cholesterol (mmol.L-1) 6.76 0.0 52 MMOULL
13 Pre-Study Creatine Kinase (IU.L-1) 2311 35 227.9 i

13 Pre-Study Creatinine {umol.L-1) 47.8 56.0 92.2 umoLuL
14 Pre-Study ALP (lU.L-1) 100.5 124.9 294.3 WsL

14 Pre-Study ALT (IU.L-1) 746 13.0 67.2 WL

14 Pre-Study GGT (IU.L-1) 84.5 10.0 69.7 L

15 Pre-Study Cholesterel {mmol.L-1) 6.01 0.0 5.2 MMOL/L
16 Pre-Study GGT (IU.L-1) 7.3 7.8 46.8 L

17 Pre-Study ALP (IU.L-1} 276.9 B4.6 253.4 UL

17 Pre-Study Total Bilirubin (umol.L-1} 29 3.8 22.0 UMOoLL
18 Pre-Study Sodium {mmol.L-1} 142.8 1354 142.5 MMOL/L
20 Pre-Study Calcium (mmol.L-1) 2.23 2.24 2.66 MMOLIL
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RD 266/24573 (GAO706)

Summary of Haematology Data

Visit Parameter N Mean SD Minimum Median Maximum
Pre-Study Basophils (X10 9.L-1) 20 0.05 0.05 0.0 0.0 0.1
Pre-Study Eosinophils (X10 9.L-1) 20 0.14 0.07 0.0 0.1 0.3
Pre-Study Haematocrit {I..L-1) 20 0.4160 0.0304 0.358 0.421 0.464
Pre-Study Haemoglobin (g.L-1) 20 142.0 12.0 120 143 160
Pre-Study Lymphocyles (X10 8.L-1) 20 2.19 042 1.4 2.3 27
Pre-Study MCH {pg) 20 30.73 1.95 25.8 31.0 33.7
Pre-Study  MCHC (g.L-1) 20 3413 9.0 328 341 363
Pre-Study MCV (fL) 20 90.04 4.97 77.2 90.7 6.1
Pre-Study Monocytes (X10 9.L-1} 20 0.34 0.09 0.2 0.3 08
Pre-Study Neutrophils {(X10 9.L-1) 20 4.485 1.13 25 4.0 7.0
Pre-Study Platelets (X10 9.L-1) 20 2918 47.4 230 285 372
Pre-Study RBC (X1012.L-1} 20 4,626 0.300 4.02 4.59 5.16
Pre-Study WBC (X109,L-1) 20 7.32 1.29 5.7 6.9 10.0
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RD 266/24573 (GAD706)

Haematology Out of Range Results

Subject Visit Parameter Result Low Range High Range Units
1 Pre-Study Platelets (X10 9.L-1) 364 169 357 10%9/L
12 Pre-Study Haemoglobin (g.L-1) 154 120 152 Gl

12 Pre-Study MCHC (g.L-1) 352 320 350 GIiL

13 Pre-Study Haemoglobin (g.L-1) 154 120 152 GiL

14 Pre-Study MCHC (g.L-1) 363 323 360 GiL

16 Pre-Study Platelets (X10 9.L-1) 72 169 357 10*9/L
17 Pre-Study Haematocrit (L.L-1) 0.358 0.362 0.450 LA

17 Pre-Study MCH (pa) 25.8 26.5 331 PG

17 Pre-Study MCV {fL} 772 78.3 1001 FL

18 Pre-Study Platelets (X10 9.L-1) 362 169 357 10*9/L
19 Pre-Study MCH {pg) 33.7 27.5 33.6 PG
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RD 266124573 (GAQT06)

Urinalysis Results

UROB-
BILI- ILINOGEN

SUBJECT WISIT SAMPLEID PH PROTEIN GLUCOSE KETONES RUBIN BLOOD umoliL
1 Pre-Study Z00101887 6.5 Neg Neg Neg Neg Neg 32

2 Pre-Study 200101843 7.5 Neg Neg Neg Neg Trace 3.2

3 Pre-Study 200101825 7.0 Neg Neg Neg Neg Neg 3.2

4 Pre-Study  Z00101922 7.0 Neg Neg Neg Neg Neg 3.2

5 Pre-Study  Z00101925 8.0 Neg Neg Neg Neg Neg 3.2

3] Pre-Study 200101882 7.5 Neg Neg Neg Neg Neg 3.2

7 Pre-Study Z00101919 7.0 Neg Neg Neg Neg Trace 3.2

8 Pre-Study  Z00101917 85h  Neg Neg Neg Neg  Neg 3.2

9 Pre-Study  Z00101824 8.0 Neg Neg Neg Neg Trace 32

10 Pre-Study  Z00101892 6.5 Neg Neg Neg Neg Neg 3.2

" Pre-Study  Z00101859 8.0 Neg Neg Neg Neg Neg 3.2
12 Pre-Study  Z00101788 7.5 Neg Neg Neg Neg + 3.z

13 Pre-Study 200101918 7.5 Neg Neg Neg Neg Trace 3.2

14 Pre-Study 200101884 6.5 Neg Neg Neg Neg Neg 3.2

15 Pre-Study  Z00101890 7.0 Neg Neg Neg Neg Neg 32

16 Pre-Study 200101948 7.0 Neg Neg Neg Neg Neg 3.2

17 Pre-Study  Z00101954 7.0 Neg Neg Neg Neg Neg 3.2

18 Pre-Study  Z00101947 8.5h Neg Neg Neg Neg Neg 3.2

19 Pre-Study  Z001019%6 8.0 Neg MNeg MNeg Neg Neg 16.0
20 Pre-Study 200102005 6.5 Neg Neg Neg Neg Neg 32

Output File: ur, 28APR2008 11:00, Final
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RD 266/24573 (GAQ706)

Urinalysis Out of Range Results

Subject Visit Parameter Result Normal Range
2 Pre-Study Blood Trace Negative
7 Pre-Study Blood Trace Negative
8 Pre-Study pH 8.5 Negative
9 Pre-Study Blood Trace Negative
12 Pre-Study Blood + Negative
13 Pre-Study Blood Trace Negative
18 Pre-Study pH 8.5 Negative
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RD 266/24573 (GAOT06)

Microscopy Resulls

EPITHELIAL
WBC RBC CASTS CELLS
SUBJECT WISIT SAMPLEID /HPF {HPF  /HPF CRYSTALS /HPF BACT
2 Pre-Study  Z00101843 <=2 <=2 NIL NIL <=2 NEGATIVE
7 Pre-Study  Z00101918 <=2 <=2 NIL NIL 2-5 NEGATIVE
9 Pre-Study  Z00101924  2-5 <=2 NIL NIL §-10 NEGATIVE
12 Pre-Study Z0010179%¢ <=2 <=2 NIL NIL 2-5 NEGATIVE
13 Pre-Study  Z00101918 <=2 <=2 NIL NIL <=2 NEGATIVE

Quitput File: micro, 28APR2008 9:57, Final



RD 266/24573 (GAQ706)

DOA and Pregnancy Test Resulis

-- Pre-Study — — Phase 1 -— -— Phase 2 — - Phase 3 --- -~ Phase 4 -

Subject DOA Pregnancy DOA Pregnancy DOA Pregnancy DOA Pregnancy DOA Pregnancy
1 Negative Negative Negative  Negative Negative  Negative Negative Negative Negative Negative
2 Negative Negalive Negative  Negative Negative Negative Negative Megative Negative Negative
3 Negative N/A Negative N/A Negative  N/A Negative N/A Negative N/A

4 Negative Negative Negative  Negative Negative  Negative Negative Negative Negative Negative
5 Negative Negative Negative  Negative Negative Negative Negative Negative Negative Negative
6 Negative Negative Negative  Negative Negative  Negative Negative Negative Negative Negative
7 Negative Negative Negative  Negative Negative Negative Negative Negative Negative Negalive
8 Nepative Negative Negative  Negative Negative  Negative Negative Negalive Negative Negalive
] Negative Negalive Negative  Negative Negative Negative Negative Negative Megative Negalive
10 Negative Negative Negative  Negative Negalive Negative Negalive Negative Negative Negative
1 Negative Negative Negative  Negative Negative  Negative Negative Negative Negative Negalive
12 Negalive Negative Negative  Negative Negative Negative Negative Negative Negative Negative
13 Negative Megative Negative  Negative Negative  Negative Negative Negative Positive  Negalive
14 Negative N/A Negative  N/A Negative N/A Negative N/A Negative N/A

15 Negative N/A Negative  N/A Negative N/A Negative N/A Negative N/A

16 Negative Megative Negative  Negative Negative Negative Negative Negative Negative Negative
17 Negative MNegative Negative  Negative Negative  Negalive Negative Negative Negative Negative
18 Negative MNegative Negative  Negative Negative  Negative Negative Negative Negative Negative
19 Negative N/A Negative  N/A Negative N/A Negative N/A Negalive N/A

20 Negative Negative Negative  Negative Negative  Negative Negative Negative Negative Negative

Output File: doa, 28APR2008 15:086, Final



RD 266/24573 (GAQ7086)

Virclogy Test Results

Subject HepB HepC HIvV

-

NEGATIVE NEGATIVE NEGATIVE

2 NEGATIVE NEGATIVE NEGATIVE
3 NEGATIVE NEGATIVE NEGATIVE
4 NEGATIVE NEGATIVE NEGATIVE
8 NEGATIVE NEGATIVE NEGATIVE
6 NEGATIVE NEGATIVE NEGATIVE
7 NEGATIVE NEGATIVE NEGATIVE
8 NEGATIVE NEGATIWE NEGATIVE
9 NEGATIVE NEGATIVE NEGATIVE
10 NEGATIVE NEGATIVE NEGATIVE
1 NEGATIVE NEGATIVE NEGATIVE
12 NEGATIVE NEGATIVE NEGATIVE
13 NEGATIVE NEGATIVE NEGATIVE
14 NEGATIVE NEGATIVE NEGATIVE
15 NEGATIVE NEGATIVE NEGATIVE
16 NEGATIVE NEGATIVE NEGATIVE
17 NEGATIVE NEGATIVE NEGATIVE
18 NEGATIVE NEGATIVE NEGATIVE
19 NEGATIVE NEGATIVE NEGATIVE
20 NEGATIVE NEGATIVE NEGATIVE
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Study No: GAQ706 Final Report: 11 July 2008

APPENDIX 16.3 CASE REPORT FORMS

No subjects died, experienced other serious adverse events, withdrew because of
adverse events, or experienced other significant adverse events so this appendix is
not present.



Study No: GA0706 Final Report: 11 July 2008

APPENDIX 16.4 INDIVIDUAL SUBJECT DATA LISTINGS (US
ARCHIVAL LISTINGS)

The information required for this Appendix is not applicable for this study. It will be
provided as a report addendum if required by a Regulatory Authority.



