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SUMMARY

Background

The mixedipand k-opioid receptor agoniahd 8-opioid receptor antagonist, eluxadoline, is
licensed inthedUS for the treatment of irritable bowel syndrome with diadB8d)), based

on the results.of twtarge Phase 3 clinical trials.
Aim
To understand the time coursetiatmentbendits with eluxadolindoy comparing responder

ratesover the first month of treatmentith responder rates oviemger treatment intervals.
M ethods

In this post hoc analysis of two Phase 3 studiesmposite and adequate relféR)
responder.rates were calculated aventh 1 and gtients were stratified by thaiesponder
status. Cumulative counts over subsequent intervals (months 1-3, months 1-6, months 2

through'§-were.tallied.
Results

Thestudiessrandomized 2428 patien@vermonth 1, 24.6%, 22.8%nd12.5%o0f patients

were compesite respondergth eluxadolinel00 mg, eluxadoline 75 mg, and placebo,
respectively For nonth 1 responders, 77.8% and 88.5% (over months 1-3)0an% and

73.9% (overmonths 1-6) showed a continuous response with eluxadoline 100 mg and 75 mg,
respectively.Of themonth 1 non-responders, <20% showed a response over months 1-3 or
months 1-6.Similar results were seen ftire analysis oproportions ofAR responders over

these time intervals.
Conclusions

Over twathirds of patients who respond over the first month resgositive responsever
6 monthsof treatmenwith eluxadoline, indicatg thatearly clinicalresponse to eluxadoline

is associated wit sustainedenefits for up to 6 months in patients with IBS-
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INTRODUCTION

Irritable bowel syndrome (IBS) is a commdunctional gastrointestinal (Gl) disorder that is
characterized by recurring abdominal pain or discomfort associated with &ltevedtabits

in the absence of demonstrable organic distdsiBS is diagnosed using the Rome I
criteria, andsean be classified into subtypes according to the predominant stol, patt
including IBS with constipationBS with diarrhea (IBD), and IBS with mixed bowel

habits® It hassbeen estimated that0% of IBS cases fall into the |BS subtype®
characteriedsby-loose or watery stools f825% and hard or lumpy stools for <25% of

bowel movement$however, some overlap of symptoms has been reported with functional

diarrhed®

IBS is estimated to affeaip to 20% of adults in the US populatibis, one of the most
commonly diagnosed Gl disordérand is associated with higher levels of somatization,
expressed as the feeling of tiredness and the experience of bloatitige majority of
patients, IBS is a chronic, relapsing disease, with a previous systematic fiadieg that
IBS symptomsnarsened over the course of lotagm follow-up for 2-18% of patients, and
remained the same for-@80% of patient§. As a result ofts chronic nature, IBS is
associated"with¥a significant economic burdadextensivehealtttare resource utilizatigh

as well as a marked impact on patient heggthted quatiy of life.” *°

Eluxadoline is a mixed and x-opioid receptor agoniahd -opioid receptor antagonist,
approved for the treatment of IBS-D in addftsOpioid receptors in the Gl tract are known

to modulate.gut motility and secretiGfwith preclinical studieshowing that eluxadoline
normalizeddisrupted Gl transit over a wide dose range in rhicBwo large Phase 3

studies® havedemonstrated that twiedaily treatment with eluxadoliris effectivevs.
placeborinssimultaneously relievitige symptoms of abdominal pain and diarrhea associated
with IBS*D, measured using a composite efficacy endpoint combining stool consistency and

abdominal pain responses.

Given the chrenic nature of IBS; it is important to clearlynderstandhe time course of
treatmentibenefitseen with eluxadolineandsecondary to thigp define the outcomes of
patients who showitheran initial response or lack of responseluxadoline treatment
More specificallywill those who respond eartpntinue tarespond over time, analill those
who fail to respon@arly on ultimately show a respona&h continued treatmentThese
post hoc analyss of the two Phase 3 clinical studibsreforeevaluated proportions of
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composite responders over the first montlr@fitment, compared witlesponse rates over
longer treatment interval€Continuedefficacy with eluxadoline treatment was also evaluated
usingIBS adequate reliefAR) response ragas an alternative efficacy measuas the

composite response rate mayderestimatéreatmenbenefit.
METHODS

Studydesign

Two doubleblind, placebo controlled, Phase 3 clinical trials 81 NCT01553591 and
IBS-3002 NCT01553747) randomized patients 1:foXwicedaily treatment with
eluxadoline 100 or 75 mg or placebo. The methodology and results of these two studies have

been described previously.

Briefly, both studies were identical through 26 weeks of treatment, followed byva&l6-
safety assessment and-a@ek follow-up period (IBS3001only) ora 4week single-blind
placebo withdrawal period (IBS-3002 ohlyEnrolled participants used an electronic diary
with an interactive voice response systemecord daily BS-D symptoms antbowel

function, and'weeklassessments &R through veek26.

Whereverpgassible, all patients withdrawingm thestudies prematurely were to undergo all
end-of{reatment/early withdrawal assessments. Patients who discontinuegbatoticin

thestudiesfor any reason following randomization were not replaced.
Patient population

Patients aged 180 meeting the Rome Il criteria for IBS" were enrolled.Eligible patients
recorded an-average worst abdominal pain se8r@ (scale of 0—10, with O indicating no
pain, and.10.the.worst imaginable pain), an average score for stool consisteb&y/ i the
Bristol Steol'Form ScaléBSFS;scak of -7, with 1 indicating hard stool, and 7 watery
diarrhea), and an average HBSglobal symptom score of2.0 (scale of 84, with 0
indicating no symptoms of IBS-D, and 4 very severe symptoms of IBS-D) dhengeek

before randomization.

Patients with inflammatory bowel disease or celiac disease, abnormal thyrtidriyn
history of alcohol abuseor binge drinking?® prior pancreatitis, sphincter of Oddi
dysfunction, post-cholecystectomy biliary pain, cholecystitis in the past 6 montistiniaite

obstruction, Gl infection, or diverticulitis ifmé past 3 months were excluded.
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117  Efficacy endpoints

118  Details and calculation®f the primary endpoint have been described previdtishs

119  reported byLembo et glthe primary efficacy endpoint of both studvess a composite

120 response based,ofaily improvemenbf >30% in worst abdominal pain scorenspared with

121  average baselin@ainand, on the same day,BESFSscore of $ on>50% of treatment

122 days™ AR'response was defined by a “yessponse tthe following question: “Over the

123 past week;have you h&dR of your IBS symptoms?” or50% of weeks. Responder rates
124  for both the'eemposite endpoint and &i® endpoint were determined over the first 3 months
125  of treatment\eeks +12) and the first 6 months of treatmeneéks +26). Responder rates
126  for the composite endpoint were additionally determined over each individual monthly

127  interval Monthly interval responder rates for AR w@ast hoc assessments.
128 Data analyse

129  As alsoreported by Lembo et alffesacy data were poolefdr the two Phase Sudies and

130 analyses were performed on the intentioitreat (ITT) analysis set, defined as all patients
131 randomized to study treatméefitNo imputation for missing data was performed, as diary
132 compliance rules acoated for absent diary entrieBor composite response evaluations,
133  patients weresrequired to have a minimum of 20 diary entries over any miordnial,

134 60 days-of'diary entries over the 3-month interval, and 110 days of diary entries over the
135  6-monthinterval. For AR evaluations, patients had to ha&weekly “yes” responses over
136  the 3-month interval, anel3 weekly “yes” responses over tBanonthinterval; for thepost

137  hoc AR assessment2 weekly “yes” responses over any monthlyinterval were required

138  Patients vithyinsufficient diary datdor both the composite response &kl responsavere

139  categorized as neresponders.

140  Toassessithe robustness of an early response signal, responder rates were calculated over the
141 first 4weeksinterva(month 1) for both the composifeandAR (post hoc) outcome

142  variables.Patients were stratified by thatatus ovemonth 1 (veeks +4), and cumulative

143 counts overssubsequent intervasre tallied. An additionalpost hoc evaluation qualitatively

144  assessetheitime toonsetof treatmenbenefitby plotting the proportions of patients meeting

145  the AR response criteria for each weeier the entiré months of diary data collection.

146 A Bonferoni adjustment was taken only for the primary analyses due to two doses being

147  studied; no further statistical adjustments were nagatéori.'* Since thesadditional
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analyses were retrospective and the goal of this stagdyto qualitatively assess treatment
benefit over time in order to offer advice to prescribers, no further formal statistical
assessments weperformed, except for thaost hoc response over the first month to allow

comparison to the previously published composite response rates.
RESULTS

Baseline"demographics and disease characteristics

A total of 2428.patients were randomized to study treatment (t282S-3001; 1146 in

IBS-3002): Patient baseline and demographic characteristics were balanced between the two
studiesand across treatment groups,previously describéd Across both studiethere

were more female patient8S-3001: 65.4%; IBS3002; 67.0%), and th@ean age (standard
deviation [s:d:}):was 44.9 (13.7) and 45.9 (13.5) in IBS-3001 and IBS-3002, respectively.
Patients had.asmean (9.d.eekly average BSFS score at baseline ®{®.4) and 6.2 (0.4),

and a mean (s.)dweekly averag&orst abdominal pain score of 6.2 (1.5) and 6.0 (1.5) in
IBS-3001 and'IBS-3002, respectively.

Proportions of responders over time

As previoUsly.reported (see Figure 2 in Lembo &) ah qualitativevisual separation of

proportions of composite responders with both doses of eluxadolipesbo was

observable within the first few days following treatment initiaigowl reached a peak

separation.of ~10% within the first 2 weeks of thera@nce estblished, the separation in
responder proportions between eluxadoline and placebo remained ~10% over the 182 days of

diary data'collection.

Similarly, by day 7 (the first time point for measurement of AR), separation from placebo
occurredand by day 28 (fourth AR measurement), both eluxadoline doses reached response
rates of60%;.compared to th&R response rates of 50% seen with plagéhgure 1) The
treatment effecthen remainedt~10% over the entire treatment period through 6 months

(182 days),.and was similar between eluxadoline 100 amig{&igure ).

ContindatiopAnalysis ofearly and sustainebmposite response rateger

time

In the pooled Phase 3 population, a significantly greater proportion of patientsrmgceivi

eluxadoline 100 and 7hg were composite rpenders vsplacebooverthe 3month interval
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(weeksl—12) and the 6-month interval éeks £26)* Within the pooled ITT analysis set,
765 patients (31.6%) discontinued from the studies oeeka/+26. Of the subjects in the

treatment groups who discontinyé&d15% were nomesponders (Table 1).

Overmonth 1 (veeks +4), 24.6%of patientgeceiving eluxadoline 100 m&  0.001
compared with placebo), 22.8% receiving eluxadoline 75Png{.001 compared with
placeb9, and 12.5% receiving placebo were composite resporskethé left panel of

Figure 3."%. Amongthese patients]7.8% treated with eluxadoline 100 mg were also
respondergverthe 3month interval weeks +12),while 81.5% and 77.2% were responders
over the 3smonth interval with eluxadoline 75 mg and placebo, respect®ebr.the longer
6-month interval Wweeks1-26), 70.7%, 73.9%, and 66.3% of month 1 resporwiéns
eluxadoline 100/mg, eluxadoline 75 mg, and placebo, respectively, had a continuing
response. -khe.majority of patients who were composite responders with eluxadetine
month 1 were also responders over the non-overlapgistnct intervals omonth 3
(weeks9-1L2)yand month 6 (weks21-24),with a similar sustained response observed among

the month=Isplaeebo respond@fgure 2).

Among patients who were not composite responders over month%,irEach treatment
groupbecamesresponders over then8nth interval (veeks +12) (Figure 3). A slightly
higher proportion of month 1 naesponders became responders over #mlthinterval
(weeks E26)with duxadoline 100 mg (18.1%) compared with titker treatment groups
(eluxadoline 75 mg: 12.8%; placebo: 12.9%).

To further evaluate the sustainability of a monthly response, the composite resgiander
over each'subsequent ntibly interval fnonths 2, 3, 4, 5, and 6) was determined for the
month 1 respender<Of the patients who were compositepassders over month 1 @eks +
4),68.2%.receiving eluxadoline 100 n&f).1% receiving eluxadoline 75 mg, and 6%&4
receiving=placebo showed a sustainesponse over3 out of any of the 5 subsequent
monthly intervalgFigure 4). Furthemeaty half of the month 1 respondetreated with
eluxadoline100 mg (44.9%) or eluxadolire mg (49.5%}vereresponders foall 5 of the
subsequent months of treatmenith around a third of month 1 placebo responders showing

a response overall 5 subsequent manths

ContindationAnalysis ofearly and sustaineAlR responderates over time
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Overmonth 1 (veeks 14), 61.8% of patients receiving eluxadoline H@§(P < 0.0001
compared witlplaceb9, 59.9% of patients receiving eluxadoline 75 rRg<(0.0001
compared withplaceb9, and 49.3% of patients receiving placebo weReresponders
(Figure 5. Of these patients34.1% receiving eluxadoline 100 mg had a continuing response
over ther3-month interval @eks +12), while 83.7% and 82.5%f patientseceiving
eluxadolineé 75 m@ndplacebo, respectively, wererBonth responderOverthe longer
6-month interval\Wweeksl-26), 73.1%, 70.5%, and 69.®fmonth 1AR responders with
eluxadoline 100 mg, eluxadoline 75 mg, and placebo, respectively, had a continuing
response. _The majority of patients who waReresponders with eluxadoline over month 1
were also responders owBe non-overlapping intervats month 3 (veeks 9-12)andmonth

6 (weeks 2&24) (Figure 5)with similar findings observed for patients who were month 1

placebo responders

Among patients'who were nAR responders over month 1¢eks +4), 10.7% receiving
eluxadoline™00"md15.4% receiving eluxadoline 75 mg, and 11.2% receiving placebo
showed a subsequefR response ovehe 3-month interval (eeks +12), and 16.6%
receiving eluxadoline 100 m@y7.0% receiving eluadoline 75 mgand 14.6% receiving

placebo showed a subsequent responsetbeegmonth interval weeks1l—-26) Figure6).

Of the patients'who showed AR response over month 1 é&ks +4), a continued response
was seenfer3-out of any of the 5 subsequent months/tarl % receiving eluxadoline

100 mg, 71.3% receiving eluxadoline 75 mg, and 72.2% receiving placebo (Figure 7).
Proportionstefinitial responders showing sustaidBdresponses over all 5 subsequent

months were 50% for all treatment groups.
AR responsesrate among composite-nesponders

Of thepatients who were nobmposite responders oveonth 1 (veeks +4) (eluxadoline
100 mg: 75.4%eluxadoline 75 mg: 77.2%lacebo: 87.5% ~50%did demonstrate clinical
benefit with eluxadoline based on tAR responder endpoimiver the same timegpiod
(eluxadoline 200 mg: 51.0%; eluxadoline 75 mg: 49;5%@portions of respondersceiving

placebo werslightly lower (43.1%)Figure 8.
DISCUSSION

For drugs approved for continuous use to treat a chronic ilinésgnportantfor prescribers

to understand the potential time course of clinical benefits, including thediomsét and the
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239  sustainability over time. Knowledge about whetpatients who achieve clinical benefit
240 early in treatment retain that response over tame whether patients who fail to achieve an
241  early benefit may develop a positive response at a lateriimtical in establishing

242  reasonable expectations abd effectiveness dfeatment.

243  Many clinical development programscluding eluxadolinéor IBS-D, are not prospectively
244  designed to answer such questi@isce the primary focus is on the regutgtendmint(s)

245  necessary.for.approval. Because of the waxing and waning character of IBS sympsms, it
246 recommended.by both the Food and Drug Administration (FDA) andutepean Medicines
247  Agency (EMA) that patierlevel overall responsése IBS treatmentare detanined over a

248  specified interva(no less than 8 weeks for the FDA and 26 weeks for the EMA for drugs
249 intended for chronic, continuous usejth patients required to meet the response criteria for
250 >50% of this.time.Furthermorethe minimal time interval for effectiveness has historically

251  been no less.than 4 weeks, limiting the ability to determine time to onset of benefit.

252  Moreover, the regulatory endpoint of composite response, whether analyzed over 3 or 6
253  months, may underestatetreatmentbenefit. The composite response endpoinbased on
254  simultaneqQus improvement in both abdominal pain and stool consistaec\either th&- or
255  6-monthyperiodsresulting in autcome measure thiaday be difficult for prescribers tgut

256 into clinical context Additionally, it only assesses two IBS symptoarsd may not provida
257  perspectiverof-averall patient wellbeing and satisfaction, in contrast ¢dbal gymptom

258 assessment suchAR. TheAR endpointmaytherefore be more relevant to the prescribing
259  physician andsthe patient, as wellesngeasier to comprehenptowever|t is no longer in

260 favor fromfa regulatory standpoint due to its dependence on distant patient reazdibaitgl

261  to detect improvment or worsening ospecificsymptoms.

262  As previously. published, data from the two eluxadolihade 3 trials demonstrated that

263  prospectively-analyzed monthly assessments for the composite endpoint were banpara

264  the results overithe full 6 monthsdeks1—-26)of efficacy evaluation.Note that the monthly

265 responderrates over time in Lembo et al are driven by the population thaemespgonder

266 criteria at«edch independent monthly intefaln contrast, the current analysis takes an

267  alternative appreach, assessing only the subpopulation of patients who were responders in the

268  first month for a response in subsequent months.

269 Itis important to note that for atif these analyses, the placebo effect is prominent and the

270 plaeeboesponse in the placelom parallels the findings in the active arms. However, these
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retrospective analyses were not intended to demonstrate separation from placebo, but rather
to assess how the population of patients who either did or did not respond in month 1 fared
over the remainder of the study, independent of treatment. The similarity seembtbisvee
active and placebo arms is not unexpected and may be related to selection bias, since the
analysismpopulation for continued response over subsequent months included only month 1

responder§ or month 1 non-responders.

Despitegpassible selection bias, these data strongly suggest thatthe papebsén the
placebo atha.is both early and maintained, as is true for the active treatméenEactors
underlyingffhe T&sponse the placebo arm will also contribute in part to the response seen in
the active tfE&fhent arm«\n explanation fofthENiS sustained placebo responselerlying

all treatméhtfrmis unclear, but could be related to: regression of IBS symptomsitto the
respectivegmeans; the power of suggestion originating from “response fatigue” or response
shift due to. daily'responses over 6 months to the same symptom questions; a true

physiologigal*effect of placebo; or latent effects unmeasured in the current studies.

Alternatively, disease variatiomhich again will affect both active and placebo treatment
arms,mayhave gontributed to this finding. A previous study has demonstrated considerable
variabilitysinsthesnatural history of IBS, with 388% of patients showing an improvement in
their symptom&iover the course of loegm follow-up? suggesting that a degree of variation
and/or imprevement in symptom severity attributable to the underlying disease ¢s to be
expected, regardless of treatment arm. Similarly, it has been shown that witec$2.2
patients withmiBED followed for 10 months continued to show symptoms consistent with
IBS-D, thefremainder switched to the constipation subtype (7.7%), mixed subtype (7.0%), or
unspecified $tbtype (23.1%).

As shown.in Figure 2regardless of treatment arm§5% of subjects who were conygite

regponders withirmonth 1 remained responders over the full duration of 6 mon#esk@nd-
26), with nearly identical redts seen when evaluating tA® endpoint (Figure 5)This was
further corroborated by the monthly assessments, which demodstrate60% of subjects
who showed a composite response in month 1 of therapy, and ~70% who sho&Rd an

responsetremained responders 8 of the Sremaining monthéFigures4 and 7.

For those subjects who wecemposite non-responders over month 1, 18% of subjects
receiving eluxadoline 100 mgeresubsequent composite responders over months 1-6

(weeks £26),vs. 13% for placebo (Figure 3gimilar findings were noted for th&R non-
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303 responders over month 1, whose subsequspionder rate ovenonths 1-6 (weks 126)
304 was~17% for the active armsalbeit with less prominerseparation from placel{&igure 6).
305 Again, the monthly analyses corroborated the overall findingbat 15-18% of subjects
306 and 21-23% of subjects (composite &Rlendpointsrespectively who were not

307 responderstover month 1 showed a subsequent respons& awdrof 5 of the remaining
308 months.

309  Our results.both.corroborate Lembo et al’s findifignd demonstrate the robustness of the
310 data. Specifically, these analyses suggest that a response during the first month after

311 initiating eluxadoline treatment in IBB appears to be predictive of a sustained response.

312 Additionally; Lemto et al depict irtheir Figure 2 that the treatment effect observed for the

313  composite ‘endpoint occurred within the first few days of treatment, with the prapoftio

314  responders on active treatment being greater than placebo and the separation from placebo
315 remaining constant over thenenth assessment peribdA similar pattern of response over

316 time is seen when plotting the weekly assessments of AR response (our Figihedgha

317 the ranges of response are notably higher than with the composite response.

318 The endpointsidepicted in these two graphs are different both from a standpoimitbdefi
319 (AR for the present Figure 1 vs. the composite endpoint of improvement in pain and stool
320 consistencyfof Lembo et al Figur&2as well as the timing of assessisefweekly br the

321 AR endpointwith >50% of weeks positive and daily for the composite endpointx8itio

322  of days pasitive). Both the AR and composite endpoints qualitatively demonstrpié a ra

323 onset that Is not detectable by assessments evaluated over 50% ahtetvad

324 Based on thesabove, clinicians can employ both of these endpoints despite the ditiesing ra
325 of response.Thereforethe AR approachan be used.e. a simple yes/no question, to assess
326 response instead of the more cumbersome composite endpoint, which requingslianyail

327  record of stool consistency and pain scores. This is critical to appreciating the benefit of
328 eluxadoline, as AR is an endpoint that clinicians and patients undeastditddan easily be

329 adapted for daye-day practice.
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Our data support that a trial of eluxadoline for at least 1 month to assesseeispon

reasonablen patients with IBED. Thirteen to eighteen percent of non-responders by either
criteria (camposite responder or AR respondeger the first month of treatment ultimately

show a compaosite response over the remaining 5 months, suggesting that continuing therapy
may offerminimal benefit to patients. The majority of patients who respond by either set of
criteria overthe.first month of treatment retain their positive response ovenths of

treatment, thus.a response in the first month bodes well for the continuation of resmanse

time.
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Table 1| Rroportions of composite responders among patients completing and discontinuing

from thestudiesover weeks 1-26: pooled Phase 3 studies

Placebo Eluxadoline 75 mg Eluxadoline 100 mg
(n =563) (n =539) (n = 556)
Patients completing
Responders, n (%) 150 (26.6) 208 (38.6) 235 (42.3)
Placebo Eluxadoline 75 mg Eluxadoline 100 mg
(n = 246) (n = 269) (n = 250)

Patients diseontinuing
Responders,.n (%) 8 (3.3) 8 (3.0) 15 (6.0)

A completeris defined as a patient who either had the last day of diary data or last treatment
date on"orlaterthan day 182, or whose case record form was checked “Yes” on the
completion page. A discontinuer is defined as a patient whose case repow®ichecked

“No” on the completion page.

Composite response is based on daily improvemeri@f in worst abdominal pain score
compared'with average baseline pain and, on the same day, a Bristol Stool Form Scale score

of <5, on>50% of treatment days.
FIGURE LEGENDS

Figure 1| Percentage of AR responders over 26 weeks: pooled analysis of Phase 3 studies.
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AR response is defined as a “yes” response to the following question: “Over the past week,

have you had AR of your IBS symptoms?”
AR, adequate reliefBS, irritable bowel syndrome.

Figure 2 | Composite responders over weekd Wvho emained responders over weeks 1

12, weeks4-26; weeks 9-12, and weeks 21-24: pooled analysis of Phase 3 studies.
4Data shown in Lembo et &.

Composite-response is baswddaily improvement 0£30% in worst abdominal pain score
compared‘with average baseline pain and, on the same day, a Bristol Stool Form Scale score

of <5, on>50% of treatment days.

Figure 3| Composite responders over weekd 2 and weeks 1-26 who wengtial

non+esponders over weeks4: pooled analysis of Phase 3 studies.

Compositesresponse is based on daily improvemeri@f in worst abdominal pain score
compared:with-average baseline pain and, on the same day, a Bristol Stool Form Scale score

of <5, on>50% of treatment days.

Figure 4.|,Proportions of composite responders over weeks 1-4 (month 1) who remained
positive responders over 3 or 5 out of the subsequent 5 months: pooled analysis of Phase 3

studies.

Composite response is based on dailgrovement 0£30% in worst abdominal pain score
compared with average baseline pain and, on the same day, a Bristol Stool Form Scale score

of <5, on>50% of treatment days.

Figure 5| AR responders over weeks4 who remained responders over weeks 1-12,

weeks1=26, weeks 9—-12, and weeks 21-24: pooled analysis of Phase 3 studies.

AR responsesisidefined as a “yes” response to the following question: “Over the past week,

have you had,AR of your IBS symptoms?”
AR, adeguate relief; IBS, irritable bowsindrome.

Figure 6] AR responders over weeks12 and weeks 1-26 who were initial non-responders

over weeks 44: pooled analysis of Phase 3 studies.

AR response is defined as a “yes” response to the following question: “Over the past week,

have you had AR of your IBS symptoms?”
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AR, adequate relief; IBS, irritable bowel syndrome.

Figure 7 | Proportions of AR responders over weeks 1-4 (month 1) who remained positive

responders over 3 or 5 out of the subsequent 5 magutbsed analysis of Phase 3 studies.

AR response.is.defined as a “yes” response to the following question: “Over the past week,

have you had AR of your IBS symptoms?”
AR, adequate relief; IBS, irritable bowel syndrome.

Figure 8| Propeortions of weeks 1-4 composite non-responders who were AR responders

over weeks 14: pooled analysis of Phase 3 studies.

Compositesresponse is based on daily improvemeri@f in worst abdominal pain score
compared withraverage baseline pain and, on the same day, a Bristol Stool Form Scale score

of <5, on>50% of treatment days.

AR responseristdefined as a “yes” response to the following question: “Over the past week,

have you had-AR of your IBS symptoms?”

AR, adequate relief; IBS, irritable bowel syndrome.
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