Naloxegol Provides Clinically Meaningful Symptom Improvement (PAC-SYM) in Patients with
Opioid-Induced Constipation (OIC): A Pooled Analysis of Two Global Phase 3 Studies of Naloxegol
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N Table 2. Proportion of Subjects Achieving Clinically Meaningful Improvement in PAC-SYM Total Score
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SAFETY

| _ o o o Time Point Placebo Naloxegol 12.5 mg Naloxegol 25 mg Naloxegol 12.5 mg Naloxegol 25 mg _ _ _ _ _ _ _ '

e The American Gastroenterological Association (AGA) reported that opioid-induced constipation (OIC) affects 40-80% of e MCID Threshold >0.5 e vs. Placebo e |n the overall population, the proportion of subjects with AEs leading to discontinuation across
patients taking chronic opioid therapy.' 0 At week 4, treatment with naloxegol 25 mg demonstrated a rapid, statically significant, and clinically meaningful = —— OR — treatment groups were: naloxegol 25 mg (10.3%), naloxegol 12.5 mg (4.8%), and placebo (5.4%).

e 58% of patients with OIC reported at least one severe or very severe constipation-related symptom.2 improvement in symptoms vs. PBO. A trend in the same direction was seen for the 12.5 mg dose. (Figure 1, Table 2) Responcorulid) | HespentorniNivy) | Respanderiul o) 195% CI] [95% CI o The most common Gl-related AEs leading to discontinuation were abdominal pain (4%,

* 25-86% of older patients receiving opioids for chronic pain experience opioid-induced constipation (OIC).° Older adults o At week 12, there was a significantly higher proportion of clinically meaningful PAC-SYM responders with both PAC-SYM MCID Threshold 0.5 0.9%, 0.2%, respectively), diarrhea (3.1%, 0.9%, 0.7%, respectively), and nausea (1.1%,
are particularly susceptible to OIC due to comorbidities, polypharmacy, and reduced physical activity.* naloxegol doses vs. PBO. (Figure 1, Table 2) ook 4 — - — 13 0.091 15 0.006 1.1%, 0.2%, respectively).

e Naloxegol (Movantik®) is a peripherally acting mu-opioid receptor antagonist (PAMORA) which targets the Gl tract 0 In older (=65 years) adults, treatment with naloxegol 12.5 mg and 25 mg demonstrated a rapid, statically significant, Overall | | | [0.9~1.8] [1.1—2.1] e |n older (>65 years) adults, the proportion of subjects with treatment emergent adverse
to decrease the constipating effects of opioids. It has demonstrated a rapid and predictable response and relief of OIC and clinically meaningful improvement in symptoms vs. PBO at both 4 weeks and 12 weeks. (Table 2) R Week 12 207/359 (57.7) 231/352 (65.6) 230/331 (69.5) 52 1 1]0-014 L | 3_25]0~001 events (TEAEs) leading to discontinuation across treatment groups were: naloxegol 25 mg
symptoms in patients treated with opioids for non-cancer pain in two Phase 3 clinical trials (KODIAC 4 and 5:NCT01309841/ e« MCID Threshold >0.8 TR YT (7.5%), naloxegol 12.5 mg (6.7%), and placebo (10.0%).

NCT01323790).>° o Treatment with naloxegol 25 mg was associated with rapid, sustained, and clinically meaningful improvement in patients 365 o bl S it 12-87) [15-11.1] 0 The most common Gl-related TEAES leading to discontinuation in older (>65 years)
symptoms vs. PBO at 4- and 12- weeks. (Figure 2, Table 2) P Week 12 19/40 (47,9 27/38 (71.1 32/46 (60,6 R S adults \tf_verle )abd?jmmal pal(n1 (25/70/8 g;ﬁwg 85?%’ respet'g:tn:e)ly), diarrhea (3.8%, 0.0%, 2.0%,
o Numerical symptom improvement was seen with naloxegol 12.5 mg at both timepoints. T — — respectively), and nausea (1.9%, U.U%, £.U%, TeSpeclively).
OBJECTIVE 0 In older (=65 years) adults, treatment with naloxegol 12.5 mg demonstrated a rapid, statically significant, and 15 — 4 _—
_ _ | o _ _ o > clinically meaningful improvement in symptoms vs. PBO at 4 weeks and numerical improvement at 12 weeks. Overall Week BRI WIS el i [0.9~1.6] [0.9~1.9] CONCLUS|0NS
e This study evaluates the efficacy of naloxegol in providing clinically meaningful symptom improvement in patients with OIC. Naloxegol 25 mg demonstrated significant and clinically meaningful improvement in symptoms vs. PBO at 12 weeks Population ook 19 oo o 4 1 e e s 13 4957 17 0,005
and numerical improvement at 4 weeks. (Table 2) . we) i [0.9~1.7] [1.2—2.4]
' 3.3 0.024 2.6 0.080 ini i i 10N-
e ORs were generally consistent across both MCIDs >0.5 and 0.8 N Week 4 11/44 (25.0) 20/41 (48.8) 21/47 (44.7) e BT 0973 !\Ialoxegol den_mnstrated cl.mlcally meam.ngful, constipation-related symptom
METHODS . . . - . improvement in patients with OIC. These improvements were dose-dependent,
0 Patients receiving naloxegol 12.5 mg demonstrated a 20-50% higher likelihood of PAC-SYM response than with PBO years old , , , 2.4 0.093 3.2 0.043 s egs .
. . . g . . beek2 18D 19/38 (4.4 240 0.9 6.5] 1.0-9.9] with significant gains demonstrated for naloxegol 25 mg at both MCID
at both time-points. Patients receiving naloxegol 25 mg demonstrated 40-80% higher likelihood of PAC-SYM

e This pooled analysis of two randomized, placebo-controlled trials (KODIAC 4 and 5) utilizes the validated Patient response than with PBO at both time-poirts. thresholds >0.5 and >0.8.

Assessment of Constipation Symptoms questionnaire (PAC-SYM) to evaluate the efficacy of naloxegol in providing clinically I slder (65 years). adults, pefisnts revelving naluesoe] 12:5 ma dempnstrated o 2.4-3:3-10id higher Tksihood of Improvement in PAC-SYM Subdomains

meaningful symptom improvement in the overall patient population as well as patients aged >65 years. AT BVE P g e breted 9 B £ 1. fo1d e Subdomain analyses revealed dose-dependent responses.
e Data were pooled from the KODIAC 4 and 5 Intent-to-Treat (ITT) population. PAC-SYM scores were collected during Fsallln LeaBUlioh Hiall dLODUTHITE-POIN. F AUSMNSTECeIMNG.NAI0XEg0] < Y COMONsHaled.2.0-%1-10 e Atweek 12, significant and clinically meaningful improvement in PAC-SYM rectal (ORs: MCID =0.5=1.7:MCID >0.8=1.9) 0 64 Reantsatiet with sithihetint Bitien Ao mpastid B Blesial Nt Eo
KODIAC 4 and 5 as supportive efficacy measures. nigher likelihood of PAC-SYM response than with PBO at both time-points. and stool symptoms (ORs: MCID >0.5=2.0; MCID >0.8=2.0) subdomains were achieved for naloxegol 25 mg vs. PBO MCIDs thresholds 0.5 and >0.8
e Scores range from 0 (absence of symptoms) to 4 (very severe) for each domain (abdominal, rectal, and stool symptoms). (p<0.05) at both MCID thresholds. (Figures 3a-d) . .
e Two Minimal Clinically Important Difference (MCID) thresholds were used to identify responders and non-responders. ~ Figure 1. Percentage of Subjects Achieving 0.5-point Decrease in PAC-SYM Total Score

In older (> 65 years) adults with 0IC, naloxegol maintained clinically meaningful,
constipation-related symptom improvement. This improvement was generally

Rectal and stool symptoms appear to drive the overall symptom improvement,

. . . . . . . L . i -d. Likeli ievi - ' : , consistent with the known effects of PAMORAs. Such symptom improvement
Minimal clinically important differences (MCID) are patient derived scores that reflect changes in a clinical intervention Rhsali 45 :'guaess"’:_r:_ :;'kel:h:_‘)d of Achieving PAG-SYM MCID by Subdomain Scores at Wk 12: Naloxegol vs. Placebo (KODIAG oV e an T 0o il oeidaration 0 T yOl g N 2ment and
: , 75 :
that are meaningful for the patient. and 5; ITT Population) pat?ent satisf:ction proving g
o PAC-SYM MCID threshold of >0.5 is based on literature’* and naloxegol real-world studies in cancer patients - Week 4 < & ‘;SBPBO Figure 3a. The Likelihood of Achieving PAC-SYM (MCID >0.5 Figure 3b. The Likelihood of Achieving PAC-SYM (MCID >0.5 '_
with 0IC.2° - W P 0 Reduction) Improvement at Wk 12: Naloxegol 12.5 mg vs. PBO  Reduction) Improvement at Wk 12: Naloxegol 25 mg vs. PBO Odds Both naloxegol regimens were well-tolerated and demonstrated a favorable
o PAC-SYM MCID threshold of >0.8 is based on anchor method analysis of naloxegol Phase 3 clinical trial data." 7 g o e ”0"3 :SSPBO . . | | - - Odds Ratio (95% Cl) Ratio (95% Cl) safety profile.
fE’ 8 p=o.nbs o o ) === Total Score Total Score These findings suggest naloxegol may enable clinicians to improve constipation
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- s 8 12.5 mg vs PBO | i p=0.014 Stool Symptoms * Stool Symptoms
(ITT POPULATION) 5 2 OR1.3 | |
L O < 95 p_n 091 p <0.05 1141 *p <0.05 1.374
L O ==l o SEE— aease =
e Atotal of 1337 subjects receiving naloxegol (12.5 mg, n=445; 25 mg, n=446) and placebo (n=446) were included in the e, 5 I
ITT analysis of KODIAC 4 and 5 trials (Table 1). o --— - Naloxegol 12.5 mg 1 939 | 1 702*
e Key demographics included mean age (52 years), >65 years of age (11 %), female (62.4%), white (79%), and black Naloxegol 25 mg S —— [ — 1. AGA Institute Clinical Guidelines Committee. AGA Institute Guideline on the Medical Management of Opioid-Induced Constipation.
(18.6%). The duration of opioid therapy in subjects averaged 3.6 years. The mean baseline opioid morphine equivalent | | | | R By 201G 1) EAE226,
- ' ¥ ) 0y ' 4 6 8 10 12 1.440* 1.981* 2. Varrassi G et al. Impact and Consequences of Opioid-Induced Constipation: a Survey of Patients. Pain Med. 2021 Dec;10(2):1139-1153.
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Figure 3c. The Likelihood of Achieving PAC-SYM (MCID >0.8 Figure 3d. The Likelihood of Achieving PAC-SYM (MCID >0.8 6. Chey WD, Rockett CB, Bortey E, Aimenoff J. Poster Presentation (Sa058): Rapid Onset of Time to First Spontaneous Bowel Movement

Sassitis Pharacieratio . . Reduction) Improvement at Wk 12: Naloxegol 12.5 mg vs. PBO Reducti un) Improvement at Wk 12: Naloxe g ol 25 mg vs. PBO Odds ﬁg;\ﬂ%a_nzd;;%tg;:table Efficacy of Naloxegol: Pooled Analysis of Two Global Randomized Controlled Trials. Digestive Disease Week,
i 0 H 0 y '
_— _ Odds Ratio (95A’ CI) Ratio (95A’ CI) 7. FrankL,KleinmanL,Farup C,etal. Psychometric validation of a constipation symptom assessment questionnaire. ScandJ Gastroenterol.
Characteristic Pooled (N = 1337) KODIAC-4 (n = 641) KODIAC-5 (n = 696) sy
£ME'V8. HE0 @== Total Score Total Score I 000,
PAC-SYM e OR 1.7 . = : 8. YiannakouY,Tack J, Piessevaux H et al. The PAC-SYM questionnaire for chronic constipation: defining the minimal important difference.
_ _ _ @== Abdominal Symptoms @== Abdominal Symptoms ) ) ! : _ _
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Mean (SD) 1.7 (0.9) 1.7 (0.9) 1.7 (0.9) 'E ¢§ ——— - |J=0237 | _ 11. Data on file. RedHill Biopharma, Inc.
Range 0-4 0-4 0-4 = 40 12.5 mg vs. PBO 1.316 1.923
Rectal symptoms o = 0 2‘35 QR co D E
Mean (SD) 1.3(0.9) 1.3(0.9) 1.3(0.9) 35 =0 Placebo | - | —
Range 0-4 0-4 0-4 - == - Naloxegol 12.5 mg & | _ i
Nal 12 : :
Stool symptoms 20 S e | | Please use the provided QR Code to the right, for the
Mean (SD) 2.3(0.9) 2.3(0.8) 2.3(0.9) 4 6 8 10 12 | | | online version of this poster.
Range 0-4 0-4 0-4 Week after Randomization 0.000 1.000 2.000 3.000 0.000 1.000 2,000 3.000
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