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Abstract

Objective: The first-line recommendations for the managenwntunctional constipation
include nutritional-hygienic measures. We previgushowed that a natural mineral water
rich in sulphates and magnesium (Hépar) is efficien the treatment of functional
constipation. The present study aimed at consatigahose first results and determining a
precise time to response to Hépar.

Research Methods & Procedures. This multicentre, randomized, double-blind, cor&dl
study of the effect of Hépar on stool consistenoy &equency in functional constipation
included 226 outpatients. Following washout, pdasiaersed 1.5 litres of water daily, including
1L of Hépar or of low-mineral water, during 14 daysaddition to a daily reporting of stool
consistency by the patient, an expert investightiodly analysed stool consistency (Bristol
scale), based on photographs taken by the patient.

Results: The primary endpoint was met. Treatment responsenae frequent in the Hépar
than in the control group at day 14 (respectived@o5vs. 29%, p=0.001). Mean time to
treatment response was shorter in the Hépar (6/4) daan in the control group (7.3 days)
(p=0.013). Concomitant stool scoring was availabl60% of the patients. 79% of the stools
had similar scores by the patient and the expeffiefdnces<1). Safety analyses showed
excellent results.

Conclusion: This study confirms the efficacy and safety of Hépa the treatment of
functional constipation, and shows that it is agged with a response within 7 day$epar
could be a safe response to the current absenfiesteline medication in the treatment of

functional constipation.

Keywords. Bowel movement; Functional constipation; Clinitahl; Natural mineral water;

Treatment.
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Introduction

Chronic constipation has an estimated prevalendd#f (around 20% in France) and is twice
as more frequent in women than in men (1-3). #ssociated with a high impact on patients’
quality of life, and high healthcare and other radt costs (4, 5).

First-line recommendations are lifestyle changémrapeutic education and nutritional-
hygienic measures including 15-40 g fibres per aay sufficient water intake (2, 6). In 2013,
we performed a first randomized, double-blind, plaw-controlled trial to evaluate the
efficacy and safety of the magnesium- and sulphate-natural mineral water Hépar in
women outpatients with functional constipation adowgy to the Rome criteria Il (7). No
significant effect was observed at week 1 (primamterion) but constipation was
significantly reduced after 2 weeks of 1L Hépardydaihe 1L Hépar group also showed very
good safety, a decreased number of hard or lungolss{Bristol scale, p=0.030 vs baseline)
and a substantial decrease in the use of rescueatied (p=0.034 vs controls). Patient
response correlated with magnesium and sulphateeotmations. However, that 4-week study
could not allow determining the precise delay udponse to the treatment (between 1 and 2
weeks). In addition, stool consistency was estichat@ng the Bristol scale, based on the sole
patient declaration, which could question validifythis measurement.

The present study aimed at determining the preta$sy until response to 1L of Hépar daily
and confirming previous results (7). In additioniststudy included a parallel stool ranking

(Bristol scale) by an expert physician using phaapbs taken by the patient.
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Methods

Study design

This was a multicentre, comparative, randomizedibtiablind, placebo-controlled study to

confirm efficacy of the daily consumption of 1L EEpar per day for 14 days in constipated
outpatients.

Secondary objectives were to assess the meandimnesponse to the daily consumption of 1L
of Hépar, and the effect of 1L Hépar on stools ey and stool consistency, abdominal

pain and Rome llI criteria.

Subjects

Healthy patients meeting all of the following cri,kewere included in the study: i) female
outpatient aged 18 to 60, ii) with a diagnosiswfdtional constipation according to the Rome
[l criteria (8), iii) without any laxative drug fo3 days prior to screening, iv) having easy
access to toilet, v) regularly eating vegetabled &mwits, vi) having physical activity,
reasonable walking periods or exercise 2 or 3 timegeek and vii) drinking 1.5+0.5L of
water /day. Patients who presented any of the Viatig criteria were excluded from the
study: i) known unsatisfaction to Hépar, ii) congtamt treatment or disease (current or past)
likely to interfere with evaluation of the studyrpmeters and iii) documented pregnancy. The

study was conducted by 28 city-based general piawrs located throughout France.

I nterventions

After a screening visit, patients followed a washperiod during 7 to 9 days before study
inclusion. Patients had to stop any drug treatriehle to interfere with transit and drink 1.5
litres per day of a low-mineral spring water (Néddurelife, Nestlé Waters, France). At the

inclusion visit, patients were randomized to theitowl or Hépar group according to the
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chronological order of inclusion and to a predetasd randomization list in balanced blocks
of 4 treatment units (SAS® software). The randomrelist was prepared in advance by the
statistician from the society in charge of the #bigi of bottles, and secured in an electronic
file with restricted access. Two sets of sealecelapes kept by the investigator and the study
manager in a secure and locked place were gendmisahtain the patient’s randomization
number and allocated group. The investigator cduthk the blinding in case of absolute
emergency and in accordance with the sponsor. dll@nvtup visit was performed 15 to 17
days following inclusion.

Patients had to drink 1.5L water per day from daytolday 14. Depending on the
randomization, they drank either 1.5L of low-mirenater (Vittel Bonne Source, control
group) or 1L of Hépar + 0.5L of low-mineral watétédpar group). An additional 0.5L of low-
mineral spring water was allowed for patients wherevused to consume?2L of water per
day on average at baseline. Patients could haws etiurces of water including vegetables,
fruits, soup and cold or hot beverages.

The Hépar total mineralization is 2513mg/L (calcibi9 mg/L; magnesium 119mg/L;
sulphate 1530 mg/L; sodium 14.2 mg/L; potassium wg/L; bicarbonate 383.7 mg/L;
Nitrate 4.3 mg/L). Its pH is 7.2 at 23°C. Héparcigrently marketed in France at the mean
observed cost of 0.52€/L (IRI, in retail, Year-tatel October 2016). Control product was a
natural low-mineral water (Vittel Bonne Source (BSYhich total mineralization is 400 mg/L
(calcium 94 mg/L; magnesium 20 mg/L; sulphate 12§lmsodium 7.7 mg/L; potassium 5
mg/L; bicarbonate 248 mg/L; nitrate <0.5 mg/L). ldéjand Control product were contained
in identical 1L bottles plus a second 0.5L botti&/itel BS. Both patient and physician were

blind to the treatment.
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If abdominal pain became higher than 70 on a 100wismal analogic scale (VAS), rescue
medication (i.e. 2 sachets of 10g macrogol 4000/das authorized until return to the basal

abdominal pain level.

M easur ements

During the screening visit (VO), the physician eoted sociodemographics, previous medical
history and history of the constipation episode r{RRolll criteria), onset of symptoms,
abdominal pain on a 100 mm VAS, dietary habits st activities and previous and current
treatments. The patient was provided with a sedfeation via an e-diary to collect: i) the
number and type of stools (Bristol Scale) (9);apdominal pain rating during the last 24
hours, iii) physical activity and iv) drug, watdbeverage and food consumption during
washout.

At inclusion (V1), the physician collected: i) taeeekly number and type of stools, ii) Rome
[l criteria, iii) ability to complete the e-diaryy) compliance to the washout treatment (count
of unused bottles), and v) use of rescue medicatven the past week.

During the final visit (V2), the physician collectel) the weekly number and type of stools,
i) Rome llI criteria, iii) AEs, iv) compliance tthe treatment (count of unused bottles) and v)
use of rescue medication over the past two weeks.

For the washout and the treatment periods, the ¢fp&ools was assessed directly by the
patient on the e-diary (Bristol scale) (9) and,oselarily, blindly analysed by an expert
investigator (Bristol scale). This expert performeetlind review of stool consistency based
on photographs taken by the patients for each ef #tools. These photographs were made
accessible through an online database. Both evahsatrom the patient and the expert were
performed according to the Bristol scale, whichssifies stools in seven types, type 1 and 2

indicating marked constipation, types 3, 4 and Sasnal stool form and types 6 and 7
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indicating diarrhoea. Pictures not clear enoughlkow analyse were not considered by the

expert.

Outcomes

The primary endpoint was the response to a two-vieéttay Hépar® water consumption. It
was evaluated using a composite variable basedomse¢parate components of the Rome Il
criteria: i) 4 stools or more per week, or an iase of 2 stools or more as compared to
baseline, and ii) less than 25% of lumpy or haamblst as reported by the patient. Both of
these criteria were required to consider a patiadtresponded to treatment.

Secondary endpoints were: i) defecation frequentgtools consistency (Bristol scale); iii)
individual and total Rome Il diagnostic criteriarffunctional constipation (Table 1); iv)

abdominal pain (VAS); v) use of rescue medicatiod @) Safety (reports of AES).

Sample size calculation

The number of subjects required was calculateddbasea unilateral test with anrisk level

of 0.05 and a statistical power of 90%. The hypstisewere based on the results of our
previous study (7), which showed 16.4 percentagetponore responders in the Hépar than
in the control group (37.5% vs 21.1%, respectivelyje number of patients needed was 131
per group (262 completing the study). Anticipatib@? dropouts, 286 patients had to be
included. Intermediate analyses were performedrbynwdependent statistician in order to re-
estimate the number of needed subjects, after 56¥%eoexpected patients were included

(n=79 in each group). The number of subjects wasated to 101 patients per group.
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Statistical analyses

The primary endpoint was analyzed in the Intertteat (ITT) population, which included all
the randomized patients evaluable for the primadpeint. The per protocol (PP) population
included randomized patients without major deviatio the protocol. The modified per
protocol (PP+) population included patients frore #P population for whom expert stool
rating was available far80% of the stools.

Quantitative variables are described using meanstemtard deviation (SD) and compared
using the Student’s t-test for normally distributediables (Shapiro-Wilk test). Non-normally
distributed variables were compared using the Wibco test. Qualitative variables are
described using number and percentage and companeg the Chi2 or Fisher exact tests.
The time to become responder was described usiptaKaeier curves and compared using
the Logrank test. Evolution of abdominal pain wasilgzed using analysis of covariance
(ANCOVA). The level of significance was set at apf.05. The correlation between the
expert’'s and the patient’s evaluation of stool ¢stesicy was analysed using weighed kappa
coefficient, adjusted on concordance level.

Statistical analyses were two-sided and perfornsinigithe SAS software, version 9.4 (SAS

Institute Inc., Cary, NC, USA).

Ethics

All the patients provided signed informed consé@iie protocol was approved on September
05, 2014 by local French ethics committee and then¢h Regulatory Agency (ANSM:
Agence Nationale de Sécurité du Médicament et deduRs de Sandé It was conducted in
accordance with the principles of the Helsinki 2eation and its subsequent amendments,

and in accordance with Good Clinical Practice (CPARIA/135/95).
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As the tested product was not a healthcare prodoctegistration to a clinical trial registry

was required before enrolment of the participanihe study was

clinicaltrials.gov on November 13, 2017 under ithentifier NCT03348007.

registered to
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Results

Population

As illustrated in the flow chart presented in Figur, 232 female patients were assessed for
eligibility and 226 randomized between December428dd June 2016. The ITT population
comprised 111 patients in the control group and ddt@ents in the Hépar group. Mean (£SD)
age was 41.4 + 11 years, mean height 163.9 + 6.8mmhmean weight 65.5 + 13.5 kg (Table
2). Mean Rome Il score was 18.5 4.5 in the adngroup and 18.2 + 4.8 in the Hépar
group. It corresponded to mild constipation in 80.8nd moderate constipation in 19.2% of
the patients. At inclusion, patients from both grewalso had similar physical activity, fluid
consumption and medical characteristics. No maaliftts were observed regarding physical
activity or fluid consumption during the study.

Treatment compliance was very good: 93.4% + 10.8%heé Hépar group and 93.1% * 9.9%
in the control group, which corresponded to a meéaration of consumption of 14.0 £ 0.9
and 14.0 £ 0.7 days, respectively, and a mean oopison of 1.4 + 0.2L per day in both

groups.

Efficacy outcomes

The primary endpoint was met since the proportibresponders at D14 was higher in the
Hépar (50.0%) than in the control group (28.8%)(81) (Table 3). These results observed
in the ITT population were also observed in the (BR.9% vs. 26.6%; p=0.02) and PP+
populations (36.1% vs. 12.5%; p=0.02). This wasasased with a higher frequency of stools
output (in the ITT 0.9 £ 0.7 vs 0.7 £ 0.7 stooly/dp=0.02) and a lower proportion of grade
1-2 stools in the Hépar than in the control grolp.4% vs. 32.7%, p=0.03), as recorded by

the patients.
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The mean time to response to the treatment waseshio the Hépar than in the control group

(respectively 6.4+£0.6 and 7.3+ 0.5 days, p=0.013).

Stool grading according to the Bristol scale wadgmmed for each individual stool by both
the patient and by an expert physician from phaplys taken by the patient. From a total of
2818 stools, 2079 photographs (73.8%) were recearat] 1685 stools (59.8%) had both
scorings. Expert assessment was more severe iPodé.4he cases, patient assessment was
more severe in 20.4% of the cases and both estinsatvere identical for 33.4% of the
photographed stools (Table 4). However, 78.8% & #fools had a difference in the
respective rankings lower or equal to 1. The wealgkappa coefficient of correlation was
0.40 (p<0.0001) between the patient’s and the ¢’spevraluation.

A total of 202 patients (102 in the control groupdalO0 in the Hépar group, p=0.46)
provided photographs for at least 25% of their Isto®f the 17 patients who did not, 10 did
not provide any photograph. No significant diffeserwas observed between patients who

provided>25% of photographs and patients who provided <Zbablg 5).

Abdominal pain and other variables

Abdominal pain was estimated daily by the patiert by the physician at inclusion (Table 2)
and at D14 (Table 3). According to the results et by the physician, no difference was
observed between groups at Day 14. On the contthey,daily reporting by the patient
showed that abdominal pain was significantly maguced in the Hépar than in the control
group at Day 14 (VAS: -11.3 £ 25.7 vs -2.2 + 2 te5pectively, p=0.002). The use of rescue
medication did not differ significantly between gps during follow-up (p=0.28).

Because the number of recruited patients subsligntidfered between centres (from 1 to

30), a statistically significant centre effect walsserved in univariate analysis (Wald test,
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p=0.005). However, the weight of this effect didt smnificantly affect the results of the

study (p=0.998).

Safety

The safety was assessed on 222 patients, 111hngeagp. A total of 17 patients reported 20
adverse events (AEs) during the study: 5 patienthe control group (7 AEs) and 12 in the
Hepar group (13 AEs). These were 8 seasonal iofextdiseases, 5 abdominal pain or
ballooning and 2 headaches. It was estimated tilgt2oof these AEs could be related to the

treatment, both in the Hépar group (abdominal bhgeind meteorism).
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Discussion

This study was designed to assess time to treatafddepar in the treatment of functional
constipation, and ascertain the results of theipusvstudy we performed on the efficacy and
safety (7). It showed a mean time to treatmentaesp of 6.4 days and confirmed that Hépar
is an efficient and safe treatment of functionahstgation. The use of stool photographs
blindly analysed by an expert investigator wasrarovation and proved to be rather efficient
since similarity between patients’ and expert’sdgng reached 79%.

Recruitment paid a particular attention to focusorg functional constipation. In order to
avoid IBS-C, patients for whom abdominal pain whe tlominant symptom were not
included (10). Accuracy was substantiated by tleeaisan e-diary to be filled-in daily instead
of weekly in the first study, and by the use of fgigpaphs taken by the patients for each stool,
with further analysis by a blinded investigator xIWhen launching the study, we anticipated
that this requirement might be difficult to acceptthe patients, which was not the case since
a photograph was available for 74% of the stosisaddition, patients sending photographs
for lower than 25% of their stools did not show asgnificant difference with the other
patients. The use of photographs taken by thengategppeared not to induce any substantial
bias.

Another question related to the possibility of gah#ial discrepancy in stool grading between
patients and the expert. The expert, used to seases of constipation, might provide an
evaluation less severe than that of the patient @&ually, more severe ranking was twice
as more frequent with the expert. Patients werespetifically trained to use the Bristol scale
and/or might tend to underestimate their percepttben having to really declare it to a third
party. The coefficient of correlation between thgert's and the patient’s assessment was
only 0.4 but such coefficients are strongly infloed by extreme values (13). Some of these

extreme values were most probably due to an emrtitd way of quotation since some results
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differed by 6 points over a total of 7. Nonethelé&% of the evaluations were identical or
varied by no more than 1 point between the expedttae patient. In addition, the use of
photographs allows studying outpatients’ respoadéé treatment in their daily living, which

provides a better image of the actual efficienctheftreatment.

Response to the treatment was observed in 50%egdatients in the Hépar group versus 29%
in the control group (p=0.001). That differencetie proportion of responders between
groups (.e. 21%) is close to the figure we reported in thatfstudy (16%). The higher
efficacy of 1L Hépar per day during two weeks i tineatment of functional constipation
was observed in ITT, PP and PP+ populations.

The mechanism of action of such a mineral watenast probably related to its high content
in magnesium and sulfate (14-19). In addition tooamotic effect retaining water in the
intestinal lumen, due to the moderate intestinadogtion of magnesium and sulfate,
additional mechanisms have been suggested includergased release of cholecystokinin
and activation of the nitric oxide synthase (20)d a&xpression of the aquaporin (AQP)-3

transport protein (21).

The present study intended both to confirm the iptessone and to precisely determine the
time to treatment response. In our first study,igmiBcant response following treatment
initiation was not reached at 1 week but at 2 weeleaning that the effect occurred during
the second week. Weekly assessments did not allafficisnt precision and higher
granularity was the prerequisite to determine inegit response on a daily basis. We thus
used daily data recording from e-diaries to alloapkan-Meier survival analysis, and showed
a mean time to treatment response of 6.4 days W#par, shorter than with controls

(p=0.013). These results confirm that the consumptif 1L Hépar per day significantly
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shortens mean time to obtain response to the tegatrAltogether, results from the first and
the second study suggest in patients responditiggatment that the effect occurred grossly
after one week. The use of e-diaries and stooldoghaphs in this outpatient population

contributed to more accurately show the effect épat in daily life.

Hépar is highly mineralized and has a characteristste. It is an easily available mineral
water largely known in France for its beneficiafeet in constipation. Part of, or all the
patients likely had already tried Hépar to imprdheir symptoms of constipation. As a
consequence, at least part of the patients may bese aware of the group they had been
attributed to. This might have impacted the resules observed between the Hépar and
placebo groups. Nevertheless, the way this effectimed is not simple to determine (22).

A placebo effect can be easily imagined. The ptiéeing aware of their attribution to the
Hépar group may have anticipated an improvemernhaf symptoms. However, a nocebo
effect also could be imagined. Patients were réun a French general practitioner setting,
during a consultation related to their chronic fimmal constipation. These patients who
came and see a GP for their constipation most pipledready tried Hépar and estimated that
the consumption of this mineral water could notsb#icient for them. As a consequence, it
may be hypothesized that part of the patientsbatied to the Hépar group could have a
negative opinion of the efficacy of this mineralterafor the treatment of their constipation.
This may have resulted in a nocebo effect and adew efficacy of Hépar in this study.
Moreover, a nocebo effect also could have occumnréde patients of the placebo group who
were aware of their attribution in this group. Thwsuld have induced a worsening of the
symptoms of constipation in the placebo group dutire interventional period, which we did

not observe. Therefore, we believe that the placabd nocebo effects that may have
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occurred in this study were marginal and unlik@gponsible for the significant difference we

observed.

The current recommendations for functional consiypestart with lifestyle changes, physical
activity, education and nutritional-hygienic measufe.g. sufficient fibre and water intake)
(5, 6, 23-25). Consumption of a water rich in maler (especially in magnesium) is
progressively taken into account (26). The constonptof Hépar, with its specific
magnesium and sulphate contents, is now supposgedl fast-line treatment of functional
constipation by this study and the previous one THis natural mineral water has been
marketed for more than one century without any timesegarding its safety, which clinical
studies confirm. Efficacy and safety of 1L per d#yHépar support its use as a first-line

treatment of functional constipation before considgedrug therapy.
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Figure Legends

Figure 1. Flow chart of the patients.

ITT: Intent-to-treat; PP: Per protocol; PP+: Moddiper protocol
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Table 1. Rome I11 scoring according to the frequency of symptoms over the two weeks

preceding measurement

Variables Frequency Score
Never 0
<1 day per month 1
Once amonth 2
- Abdominal discomfort or pain 2 or 3 days per month 3
One day a week 4
>1 per week 5
Every day 6

- Discomfort or abdominal improved following defecation

- Straining during defecation Never or rarely 0

- Sensation of incomplete evacuation after defecation Sometimes 1

- Sensation of anorectal obstruction/blockage Often 2

- Manual maneuvers to facilitate defecation Most of time 3

- Difficulty to relax and allow stool evacuation Always 4
- Hard stools

Never or rarely 4

Sometimes 3

- Soft or liquid stools Often 2

Most of time 1

Always 0

M aximum total score 38




Table 2.Patients’ characteristics at inclusion (V1) (ITapolation)

Control Hépar Total

N=111 N=110 N=221

Age (years)mean + SD 41.3+10.641.4+11.441.4+10.9
Height (cm), mean + SD 164.0+7.0163.7 £+ 5.6 163.9 + 6.3
Weight (kg), mean + SD 66.0+14.364.9+12.565.5+13.5
BMI (kg/m %), mean + SD 245+52 243+48 244+50

Abdominal pain (VAS), mean + SC 34.2+24.9 32.5+ 23.8 33.3+24.3
Rome Il Score

Mean + SD 18.5+#45 18.244.8 18.4%4.7

Severity, n (%)

Mild, <22 89 (82.4) 83(79.0) 172 (80.8)
Moderate, [23-34] 19 (17.6) 22 (21.0) 41(19.2)
Severez35 0 (0.0) 0 (0.0) 0 (0.0)

BMI: Body mass index; ITT: Intent-to-treat; VAS: &lial analog scale



Table 3.Response to the 14-day treatment with a low-minveager or 1L Hépar daily (Visit 2)

ITT population

PP population

PP+ population

Control Hépar Control Hépar Control Hépar
p-value p-value p-value
N=111 N=110 N=94 N=98 N=40 N=36
Responders to the treatmentn (%) 32(28.8) 55(50.0) 0.001 25 (26.6%) 42 (42.9%) 0.018 5 (12.5) 13(36.1) 0.016
Stool frequency (n/day),mean = SD 0.7+£0.7 0.9+0.7 0.019 0.6+0.7 0.8£0.7  0.039 0.6+0.7 0.7+0.6 0.37
Stool consistencyn (%) 0.037 0.072 0.661
Grade 1-2 (hard or lumpy) 17 (32.7) 14 (19.4) 17 (34.0) 14 (20.9) 9 (42.9) 6 (26.1)
Grade 3-5 (normal) 34 (65.4) 52 (72.2) 32 (64.0) 49 (73.1) 11 (52.4) 16 (69.6)
Grade 6-7 (loose or liquid) 1.9 6 (8.3) 1(2.0) 4 (6.0) 1(4.8) 1(4.3)
Rome Il Score, mean = SD 12.3+£58 123+6.0 097 12.7+56 11956 031 122+53 121+6.2 0.90

Abdominal pain (VAS), mean = SD
At D14 (Visit 2)

Mean individual evolution since inclusion

Use of rescue laxatives during follow-upn (%) 25 (23.1)

32.5+27.1 21.2+22.0
-2.2+27.7 -11.3 + 25.7 0.002*

19 (17.3) 0.28

32.4+26.8 21.5+225
-1.9+27.0 -11.3 +26.1 0.002
21 (22.3)

14 (14.3) 0.15

26.8 +25.222.2 + 23.9
-25+27.0 -7.1+23.9 0.36
11 (27.5)

4(11.1) 0.073

*Repeated measures non-parametric analysis of ieova (ANCOVA)
ITT: Intent-to-treat; PP: Per protocol; PP+: Moédiper protocol; VAS: Visual analog scale



Table 4. Difference between patient and expert stool sgodn the 7-grade Bristol scale:

Difference = figure provided by the patient — figuprovided by the expert. N=1685

photographs.
Difference N (%)
-4 5(0.3)
More severe Patient evaluation _3 25 (1.5)
than expert evaluation 2 75 (4.5)
-1 237 (14.1)
Identical evaluations 0 562 (33.4)
+1 528 (31.3)
+2 154 (9.1)
More severe Expert evaluation 43 70 (4.2)
than patient evaluation +4 27 (1.6)
+5 1(0.2)

+6 1(0.1)




Table 5. Characteristics at inclusion and response to treatrat day 14 (Visit 2). Results are

presented for patients providing photographs fareloor higher than 25% of their stools (ITT

population)
<25% >25% Total p
N=17 N=202 N=219
Age (years), mean + SD 38.6+9.7 41.5+11.041.2+10.9
Height (cm), mean + SD 162.4 +8.6 163.6 £ 6.1 163.9 + 6.3
Weight (kg), mean + SD 69.8 £ 12.565.1 + 13.5 65.4 + 13.5
BMI (kg/m?), mean + SD 26.4+4.9 242+49 244+50

Abdominal pain (VAS), mean £ SD 36.9+24.2 33.2+ 24.3 33.5+24.3

Romelll Score

Mean + SD 19.4+45 18.3¥4.7 18.4%4.7

Severity, n (%)

Mild, <22 13 (81.3) 158 (80.6) 171 (80.7)
Moderate, [23-34] 3(18.8) 38(19.4) 41(19.3)
Severez35 0 (0.0) 0 (0.0) 0 (0.0)

Responder tothetreatment, n (%)* 8 (47.1) 79(39.1) 87(39.7) 0.520

Stool freguency (n/day), mean = SD* 0.9+0.6 0.8+0.4 0.8+0.5 0.9158

* At Visit 2

BMI: Body mass index; VAS: Visual analog scale





