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Opioids are a mainstay for managing chronic pain, however central and peripheral adverse « 2 randomized, double-blind, placebo-controlled trials (Figure 1) Treatment 0.51 1.98 1.18 Safety Results (Cont.)
effects often limit their utility. Mu opioid receptor (MOR) binding is prlrr.larlly responsible for Screening _ e Difference ey 5 = 0.0118 « Upper respiratory tract infection was the most commonly reported TEAE in the BID
GiEkelligee co_ns_tlpatlon (0L et gesiElnislieL (C1) syrpuonms; thie sl OR (DOl Baseline Placebo Run-in 0 g PP, O_r - | Placebo Run-out . e trial (14%, placebo BID; 7%, 0.1 mg BID; 7%, 0.25 mg BlD) and abdominal pain
may also play a similar role. — : 4.62 was the most commonly reported TEAE in the QD trial (10% in each cohort)
CB-5945, a MOR and DOR antagonist, is under development for the treatment of OIC and T Weok T ook Weoek 1 FES— [] [0Baseline : e )
as_sociated abdominal symptoms in patients on chronic opioid therapy for persistent noncancer o 4 * Major!ty mild ST 31D . S . .
pain. Figure 1. Study Design s B B\\Weeks 1 - 4 2 serious AEs occurre In the .0.25.-mg group = 3 weeks a ter last dose o e_‘,tu y
Randomized, double-blind, placebo-controlled, Phase 2 studies compared CB-5945 dosed BID = Twice daily; QD = Once daily. g ”}edr:cat'_on in? Int.patlenits at h'ghdr'Sk and Wcllth pre-ex(;§t||n_gfd|s?_a3(; (exacerbation
once- (0.25mg QD) or twice-daily (0.1mg BID and 0.25mg BID) with placebo based on <3 ] U enirore e flelve: gL nelyy o REaie a1 ot alieliel el ton
spontaneous bowel movement (SBM) change over treatment weeks 1-4. Other endpoints + Primary endpoint = » 1 serious AE/death occurred in the placebo QD group 35 days after the last dose of
included overall SBM responders (patient with 23 SBMs/week and 21 SBM/week from . L Q study medication (sudden cardiac arrest)
baseline for 3 of 4 weeks), opioid consumption, pain scores, and adverse events (AES). E:ShBal\r/]Igs()e (grl?rrirrll bis\?vlénei I’[rsgfrilgztaveerriigecifnon;?;def/)vl?tshb OIE\;vCeeIt:govementS g 5 |
131 patients (BID) and 81 patients (QD) were randomized. Mean OIC duration ranged from J P P P g  GI TEAEs were low and comparable among groups; most mild (Table 2)
3.4-6.9 years; back pain was the most common pain condition. Mean SBM change from . Secondarv endpoints included O
baseline was 1.44 (placebo BID), 1.40 (placebo QD), 1.96 (0.1mg BID), 2.58 (0.25mg QD), ) SBMy P q = ’ « No clinically relevant changes in pain scores, opioid consumption, COWS, SOWs,
and 3.42 (0.25mg BID), with a mean treatment difference change of 0.51 (P=0.2979), 1.18 responders 102 laboratory results, vital signs, ECG changes
(P=0.0118), and 1.98 (P=0.0003) in the 0.1-mg BID, 0.25-mg QD, and 0.25-mg BID groups, » Spontaneous complete bowel movement (SCBMs) : 0.81 ’ ’
respectively. 26-28% of patients (placebo cohorts), 28% (0.1mg BID), 43% (0.25mg QD), and * Rescue laxative use
56% (0.25mg BID; P=0.005) were overall responders. There were no changes in opioid 0 _ _ | | _ | | | | Table 2. Gl-related TEAEs
Consumpt'ogdor p_alnl SEl s a”_d “‘3 evidence of CNS ege‘:ts- The most Commo'?“f’ reported _  Safety was monitored via adverse event collection, opioid consumption, pain Placebo CB-5945 CB-5945 Placebo CB-5945 Placebo CB-5945 CB-5945 Placebo | CB-5945
AEs were a0 .omlna poalr.l (QD; 10/2 across groups) and upper respiratory tract infection (BID; scores, Clinical Opiate Withdrawal Scales (COWS), Subjective Opiate Withdrawal BID 0.10 mg BID 0.25 mg BID QD 0.25 mg QD TEAE BID 0.10 mg BID 0.25mg BID QD 0.25QD
placebo,14%; 0.1mg,7 /o,_0.25mg,.7 %). Incidence of Gl-related AEs was low and comparable . . . _ _ _ _ _ (n = 43) (n = 43) (n = 45) (n=41) (n=40)
across groups; most of mild severity. Scales (SOWS), laboratory tests, vital signs, and ECG readings (n=43) (n=43) (n=45) (n=41) (n=40)
Sianificant I"' I naful tin SBM f b d after CB-5945 _ _ _ Any Gl disorder (soc) 4 (9.3) 3(7.0) 2(4.4) 6 (14.6) 6 (15)
AT, 5567 (2005 7 D G856 € e RS 75 g vl sl 8 72 et + Arecently developed patient-reported outcomes measure (Chronic Opioid-related Figure 2. Treatment Difference in SEM Frequency Abdominal pain 123 19 122 1@4 260
Temn 2 iTals 2 Flree ' Gastrointestinal GI Symptom Scale; CORGISS) designed to assess opioid-related BID = Twice daily; QD = Once daily; SBM = Spontaneous bowel movement. \ (23 o (2 5 (45 0
Gl symptoms was included for validation Note: Treatment difference = Mean of the individual changes in treatment differences (CB-5945 — placebo). ausea (&5) (2.2) (4.9)
Vomiting 0 1(2.3) 1(2.2) 1(2.4) 1(2.5)
I N T R O D U CTI O N Secondary Efficacy Results Abdominal pain, 0 1(2.3) 0 3(7.3) 2 (5.0
R ES U LTS « 30% absolute difference compared with placebo in overall SBM « Mean change in SCBMs from baseline was 0.78 in the placebo BID upper ' : :
. : : : responders in the 0.25-mg BID group (Figure 3) group, 0.52 in the placebo QD group, 0.97 in the 0.1-mg BID group, Diarrhea 0 1(2.3) 0 0 2 (5.0)
ngrﬁggltr;zg?:gcizepnilr; (CNCP) is common and accounts for a large burden on - Proportion of weekly responders for the 0.25-mg BID group 1.31 in the 0.25 QD group, and 2.24 in the 0.25-mg BID group, with a pS——E——— 0 0 0 0 1 2.5)
y - 212 patients were included in both studies (Table 1) remained consistent, ranging from 58% to 69% across 4 weeks of significant mean treatment difference change in the 0.25 -mg BID and _ 03 '
- - : : » Morphine equivalent total daily dose ranged from 30 to 1,284 m treatment 0.25-mg QD groups (Figure 4) Dyspepsia 1(2.3 0 0 0 0
« Opioids play integral part in multimodal management strategy for CNCP1 . Mearl)1 duratiqon of OIC ranged);rom 3.4 —96 9 years ’ Oral discomfort 0 1(2.3) 0 0 0
. h ntially incr ver th in par n : : :
sﬂi%oﬁii:laz?;aelitnisyang teha(laS?:cgg?]ititor? t%i?tpi?ﬁ?g?r’equ%ittlybﬁms:ddeguately » Back pain was the most common pain condition (57%) T Toothache 1(2.3) 0 0 0 0
treated!2 r.eatment 0.18 1.45 0.78 BID = Twice daily; GI = Gastrointestinal; QD = Once daily; SOC = System order class; TEAE = Treatment-
. : 3 . Difference emergent adverse event.
Table 1. Baseline Demographics 100 P =0.0013 P =0.0213
« Although opioids can be effective for managing chronic pain, they are associated T —— ——— I e -
. . . . . . it 2,3 - - - 90 : : -
with both central and peripheral side effects that can limit their utility BID 0.10 mg BID | 0.25 mg BID QD 0.25 mg QD 3% “ O OBaseline CO N C L U S I O N S
L e : : (n =43) (n =43) (n =45) (n =41) (n = 40) o ' 2
« Constipation is the most common, and often most debilitating peripheral side A o 70 E o BEEWeeks 1-4
effect associated with chronic opioid use (opioid-induced constipation; OIC)2 y§§;STe§B 49.7+11.06 50.3+11.98 49.6+9.75 51.9+10.54 51.6+11.00 'g 60 - P = 0.0052 ﬁ Clinicall - aful. statisticallv sianificant i tin SBM and SCBM
« < 80% of patients experience = 1 side effects consistent with opioid-induced - 8_ X5 inicafly meaningtul, statistically signiicant improvement in an
bowel dysfunction (constipation, nausea, vomiting, abdominal bloating/pain Race, n (%) w 90 s frequency with favorable GI tolerability with 0.25 mg treatment
and gastro-esophageal reflux) White 31(72.1) 30 (69.8) 31 (68.9) 27 (65.9) 29 (72.5) & 40 = « Trends in other OIC symptoms favored CB-5945
: Black 12 (27.9) 11 (25.6) 14 (31.1) 13 (31.7) 11 (27.5) — S 1 « Low and comparable incidence of TEAEs and Gl-related TEAEs ; most mild
» Tolerance usuqlly does not devel_op to OIC and associated symptoms Asian 0 2 (4.7) 0 1(2.4) 0 © 30 =  BID dosing and gradual restoration of normal bowel motility may improve Gl
« May lead to pain management disruptions . T 256 29.3 wolerabilit
- Adverse effect on Health-related quality of life Males, n (%) 20 (46.5) 23 (53.9) 25 (55.6) 13 (31.7) 12 (30.0) 6 o : 0.5 - — . No evider):ce of reversal of opioid analgesia
» Long-term treatment options are limited ' F-*3 : :
J P ng'r';]z”legg 30.9 + 5.64 30.7 + 5.87 29.6 +5.05 31.7+6.51 30.2+5.26 : . ol ____ . o _ | » Aclear dose response was observed with the 0.25-mg BID dose demonstrating a
« Mu opioid receptor (MOR) binding is primarily responsible for OIC and associated METDD. mean Placebo CB-5945 CB-5945 Placebo CB-5945 PlaceboBID ~ CB-59450.10 mg CB-59450.25mg  PlaceboQD  CB-59450.25 mg hlghly favorable balgnce between efficacy and Gl tol_erablllty
gastrointestinal (GI) symptoms®7 I SD 248 £280.2  273+275.3 271+303.9 226+304.6 178+182.6 BID 0.10 mg BID 0.25 mg BID QD 0.25 mg QD (n=43) (n%lfs) (nB-IES) (n=41) (nC—)EO) . Vﬁlldatlon ofI the r;]at;]ent-reported out((j:ome measure in oc?gomg
— n=43 n=43 n=45 n=41 n=40 - - - * Phase 3 trials with the 0.25-mg BID dose are anticipated to initiate in 2012
* Delta OR (DOR) may also play arole BID = Twice daily; BMI = Body mass index; METDD = Morphine equivalent total daily dose; SD = Standard ( ) ( ) ( ) ( ) ( ) J P

deviation.
o Figure 3. Proportion of Overall SBM Responders Figure 4. Treatment Difference in SCBM Frequency
+ CB-5945, a MOR and DOR antagonist, is under development for OIC and o o ~ " ~ D o _ . ~
associated abdominal symptoms in CNCP patients on long-term opioid therapy _ _ BID = Twice daily; QD = Once daily; SBM = Spontaneous bowel BID = Twice daily; QD = Once daily; SCBM = Spontaneous complete bowel R E F E R E N C ES
Primary Efficacy Results movement. movement.
* Mean change in SBMs from baseline for treatment weeks 1 — 4 was 1.44 in the Overall SBM responder = patients with =2 3 SBMs/week and an increase . Rescue laxative use 14% in the placebo BID group compared with 7% in Chou R, et al. J Pain 2009;10:113-130.
O B \] ECTIVE placebo BID group, 1.40 in the placebo QD group, 1.96 in the 0.1-mg BID group, of at least 1 SBM over baseline for 3 of the 4 weeks of treatment. the 0.25-mg BID group
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