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Background Results
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Moderate to severe acute pain is a prevalent condition in the US and managing this pain, especially in the Baseline Demographic and Disposition Table 1. Adverse events experienced by >5% of Patients
postoperative setting, remains a challenge. Existing treatments like opioids often cause side effects such * Inthe abdominoplasty study, 303 participants were randomized to treatment at four locations in the United States, and 292 (96.4%) completed I auceinineRlastyistcy SANIGNEGIGIYIS Y
as dependence, misuse, and respiratory depression, and both clinicians and patients are increasingly the stud
hesitant to use them. Cebranopadol is a first-in-class dual nociceptin/orphanin FQ peptide (NOP) and mu- Y . : - - Cebranopadol  Cebranopadol Cebranopadol  Oxycodone IR
o ) ' P . ) P ) P PeP / . * Eleven participants discontinued the study for AEs (3), lost to follow-up (2), withdrawal of consent (3), and other (3). 400/400 mg QD 400/200 mg QD Placebo 400 mg QD 10 mg q6h Placebo
opioid pgptlde (MOP).rece.ptor (dual-NMR) ggonlst. Th!s dual mechanlsm leads to potent. analgesia Whll? * Inthe bunionectomy study, 242 participants were enrolled at 10 locations in the Unites States, and 236 (97.5%) completed the study. N=101 N=101 N=101 N=80 N=81 N=81
attenuating the negative side effects including euphoria, physical dependence, and respiratory depression « One participant discontinued in the oxycodone group for hypersensitivity, which was considered a severe and serious AE.
of MOP agonism. These studies evaluated the safety and efficacy of cebranopadol in managing acute post- + No other participants discontinued or experienced a severe or serious AE 67 (66.3) 70(69.3)  75(74.3)  66(82.5) 65 (80.2) 33(40.7)
operative pain following abdominoplasty and bunionectomy. e Across the two trials, baseline characteristics were similar among groups. More participants in the abdominoplasty study had a history of 3(3.0) 1(1.0) 2(2.0) 0 11.2) 0
substance abuse Sled) 2124 e v Uiz v
Study Design 34 (33.7) 36 (35.6) 43 (42.6) 57 (71.3) 57 (70.4) 15 (18.5)
1010 100 220 : 102 :
Figure 1. Primary Endpoint, Pain NRS AUC, ,; and Pain NRS AUC, _,, Nausea  [EPAVERS 46 (45.5) 48 (47.5) 48 (60.0) 44 (54.3) 9(11.1)
|
| | iDay - 48 Hours | ) 4 (4.0) 3(3.0) 0 30 (37.5) 26 (32.1) 4 (4.9)
1 hour before surgery ALLEVIATE-1: Abdominoplasty ALLEVIATE-2: Bunionectomy Constipation 2(2.0) 16(15.8) - 13(12.9)  9(11.3) 12(14.8) 2(2:3)
6 (5.9) 6 (5.9) 12 (11.9) 14 (17.5) 17 (21.0) 8 (9.9)
Multicenter, CEBRANOPADOL CEBRANOPADOL Primary m 2 (2.0) 3 (3.0) 2 (2.0) 19 (23.8) 15 (18.5) 1(1.2)
> (;an(g(l)mtl)zle(:;, > 400 pg 400 pg Endpoint Cebranopadol Cebranopadol Cebranopadol Oxycodone IR 4 (4.0) 4 (4.0) 10 (9.9) 2 (2.5) 2 (2.5) 0
lacebo. | Pain NRS area 400/400 pg 400/200 g Placebo 400 pig 10 mg géh Placebo Pruiitus  IACES 3(3.0) 3(3.0) 2(2.5) 15 (18.5) 1(1.2)
Comrelied stud CEBRANOPADOL CEBRANOPADOL et under the curve ) (N=101) (N=98) (N=101) ) (N=80) (N=81) (N=81)
d 400 g 200 g from hour 4 to 48 3 100 S 100
4U.S. sites S S 0 Figure 3. Patients Who Did NOT Require Any Opioid Rescue Medication (Days 1 to 7)
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0 140 P . .
_/ = = 180 ALLEVIATE 1: Abdominoplasty ALLEVIATE 2: Bunionectomy
RESCUE PROTOCOL: Day 1: Morphine 2 to 4mg administered IV every 2 to 4 hours PRN (maximum of 40mg) Day 2: Oxycodone 5mg administered PO evey 4 hours PRN (maximum of 30mg/24 hours) C E 50
: : : : © 180 - © 220 >0 57.5%
* The abdominoplasty study was a multicenter, randomized, double-blind, placebo-controlled study. o -~ o
* Eligible participants were randomized in a 1:1:1 ratio to cebranopadol 400 g on Days 1 and 2, cebranopadol 400 Lo" 174 Tl f-aoc 260 2 40 34.7% o 40
ug on Day 1 and 200 pg on Day 2 or placebo all administered once daily. The first dose was administered = 220 \‘\\\\ '5 E é
approximately 1 hour prior to abdominoplasty and the second dose approximately 24 hours later. oD 213.6 R an 300 5 o 30
O : g 5 22.4% 5 28.4%
() = Q
z 232.8 Z 340 2% 5
| | | 48 Hours | ) A -59.2 A-19.3 A from Placebo -56.1 A from Placebo -29.1 10 9.9% o
Procedure First Dose Std Error 10.14 Std Error 10.32 Std Eiroogz)?-49 Std Ercr)ocr)gfﬁ
Up to 1 Hour Post-Surgery p <0.001 p=0.183 e P 0 0
Mutticenter, CEBRANOPADOL 400 pg primary . . . Copienatel Comepcel Racere Cebranopadol Placebo
randomized, Once daily Endpoint Figure 2. Mean Pain NRS Over Time N0 oos !
> double-blind, > E><o 00)1 p(= 0 036 P=0.008
placebo- i . ' '
controlled and u:aézr'\tlﬁj :L:ffe ALLEVIATE 1: Abdominoplasty ALLEVIATE 2: Bunionectomy
active-controlled from hour 2 to 48 Mean Pain NRS Score Over 4-48 Hours Mean Pain NRS Score Over 2-48 Hours
study : : Conclusions
—— Cebranopadol 400/400 ug --#-- Cebranopadol 400/200 ug - » -Placebo
8 U.S. sites D . , Feg
) 0 * Cebranopadol is a first-in-class, Dual-NMR agonist that stimulates MOP, which delivers
RESCUE PROTOCOL: First Line: Ibuprofen 400 mg PO every 4 hours PRN (maximum of 40mg) Second Line: If ibuprofen was inadequate within ~1 hour, oxycodone 5 mg PO evey 6 hours = 8 . . . ] .
. . . . . g 6 no efficacy, and NOP, which adds efficacy and regulates addictive (dependence, abuse) and other
* The bunionectomy study was a multicenter, randomized, double-blind, placebo- and active-controlled parallel- % o : :
. . . . o g z safety effects (respiratory, pruritus, Gl) of MOP.
group study of cebranopadol following primary unilateral bunionectomy with first metatarsal osteotomy. < = _ , _ , o . .
. - L . . . £ 5 > 5 * |In both trials, cebranopadol achieved the primary endpoint of statistically signhificant pain
 Eligible participants were randomized ina 1:1:1 ratio to a cebranopadol 400 pg, oxycodone immediate release m v d . in NRS AUC and L tol d. In both trial di :
(IR) 10 mg or placebo. Cebranopadol was administered once daily on Days 1, 2, and 3; placebo was administered c 4 S , rg L.I(.:tlon In an. was well tolerated. In both trials, rescue medication use was
at 6, 12, and 18 hours to maintain blinding. Oxycodone 10 mg and placebo were administered every 6 hours. 2 = significantly lower than with placebo.

* These trials represent two registrational, Phase 3 studies highlighting cebranopadol’s potential
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* Those inthe abdominoplasty study were scheduled to undergo full abdominoplasty procedure
without liposuction or other collateral procedures. Those in the bunionectomy study were scheduled Hours Post-Dose Hours Post-Dose REFERENCES: Nahin RL, et al. J Pain. 2019;20(7):796-809. doi:10.1016/j.jpain.2019.01.003 » Dowell D, et al. MMWR Recomm Rep. 2022;71(3):1-95. doi:10.15585/mmwr.rr7103a1  Volkow
to undergo prlmary unllateral bunionectomy Wlth flrst metata rsal Osteotomy and Internal fixatlon With ND, et. Al. N Engl J Med. 2016;374(13):1253-1263. doi:10.1056/NEJMra1507771 ¢ Linz K, et al. ] Pharmacol Exp Ther. 2014;349(3):535-548. d0i:10.1124/jpet.114.213694 ¢ Scholz A, et al. Pain

Physician. 2018;21(3):E193-E206.
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Abbreviation: NRS: Numerical Rating Scale; AUC: Area under the curve
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