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INTRODUCTION AND OBJECTIVES RESULTS RESULTS

. Despite. use of multimodal analgesia. and. f)pioid-spar.'ing pr.otocoljs, opioic':ls are still f)\{er—prescribed :?1ﬁ|:er surgery, p.ossibly Table 1. Baseline Characteristics Table 2. Opioid Prescription Algorithm
due to insufficient pain control and inability to predict which patients will need opioid-level analgesia’. New solutions are HOPE Hernia-1 HOPE Hernia-2 HOPE Hernia-| HOPE Hernia-2
needed. Cohore] | Cohert2 (Conort] | Cohore2 Cohort | Cohort 2 Cohort | Cohort 2
« HTX-01l (ZYNRELEF™) is a dual-acting local anesthetic (DALA) formulation comprising bupivacaine and low-dose L - Total L - Total HTX-011 + | HTX-011+ Total HTX-011 + | HTX-011 + Total
: - Ve i : : : AL R N=93 e DI L s N=99 Alternatin Concurrent o Alternatin Concurrent °
meloxicam in an extended-release polymer that controls the release of active ingredients over 72 hours, which results in MMA MMA B MMA MMA B g N=93 2 N=99
hanced and sustained analgesia and reduction in opioid use?3 N=46 N=47 N=50 N=49 e e s b
ennanced and sustained anaigesia and readuction In oplola use~-. N=45 N=47 N=50 N=49
« Meloxicam reduces surgery-related inflammation, thereby normalizing the local pH, which results in enhanced ‘:EE’ mean (D) 50.0(12.4) 49.0(11.1) 49.5 (11.7) 58.5 (15.1) 61.0 (14.8) 59.8 (14.9) Fatien_mt‘u_-urhc- :e;_eivlfd an np}i%cl 5 (10.9) 3 (6.4) 3 (8.6) 1(2.0) 6(12.2) 7 (7.1)
. . . . 3 2 prescripton a I3Cnarge, n
penetration of bupivacaine into the nerves Female, n (%) 12.2) 0 1(1.1) 2(4.0) 1(2.0) 3(3.0) Criteria
* HTX-0II is administered via a needle-free Luer-lock applicator into the surgical site prior to closure Male, n (%) 45 (97.8) 47 (100) 92 (98.9) 48 (96.0) 48 (98.0) 96 (97.0) NRS-R =6 at discharge 0 2 (4.3) 2(2.2) 0 3(6.1) 3 (3.0)
* The Helping Opioid Prescription Elimination (HOPE) project includes HOPE Hernia (HH)-1 (completed) and HH-2 Race, n (%) Received rescue opioid” 4(8.7) 1(2.1) 5(5.4) 1(2.0) 3(6.1) 4 (4.0)
(ongoing), both designed to evaluate HTX-0I | as the foundation of non-opioid MMA in open inguinal herniorrhaphy in a Asian 1(2.2) 1(2.1) 2(2.2) 0 0 0 Both NSR-R =6 and rescue opioid 0 0 0 0 1(2.0) 1(1.0)
real-world setting®. Els:_lck or African 5(10.9) 5(10.6) 10 (10.8) 0 b (12.2) 6(6.1) Other 1(2.2) 0 1(1.1) 0 1(2.0) 1(1.0)
erican : . : : : . i : : . . :
e« HOPE Hernia-| (HH-|) was conducted in 7 research centers, where patients received HTX-011 and were White 40 (87.0) 39 (83.0) 79 (84.9) 50 (100) 42 (85.7) 02 (92.0) MMA, multimodal analgesia; "3 patients in HH-2 received opioid rescue medication but did not receive an opioid prescription at discharge
randomized to one of two postoperative, over-the-counter, non-opioid MMA regimens. 90% of patients were BMI (kg/m2), mean (SD) 27.3 (3.3) 29.1 (4.0) 28.2 (3.8) 26.6 (3.3) 27.0 (4.7) 26.8 (4.0) Safety
discharged without an 0|§|0|d prescription and 957% of patients reported an opioid-free recovery. Results were similar MMA, multimodal analgesia; SD, standard deviation; BMI, body mass index * The most common adverse events (AEs) (>3%) in HH-2 were testicular swelling and constipation. There were no severe
between MMA regimens®. Demographics AEs reported and no patients withdrew from the study due to an AE (Table 3). One serious AE was reported in
* The objective of HOPE Hernia-2 (HH-2), was to confirm the results of HH-1 in 17 new centers, with non-opioid  In HH-2,99 patients were treated with HTX-01 | and MMA (alternating, n=50; concurrent, n=49) Cohort | and was a peptic ulcer hemorrhage. This was determined as unlikely related to study drug or MMA, and likely
MMA regimens assigned based on investigator/patient preference. : : : At : : : g e : :
5 5 5 P P * Most patients in HH-2 were male (97.0%) and white (92.9%); mean (SD) age was 59.8 (14.9) years and BMI 26.8 (4.0) due to the patient’s underlying ulcer disease (patient had pre-existing cirrhosis and history of coagulopathy).
_ ETHODS kg/m? (Table ).
g/m™( ) Table 3. Summary of Adverse Events
* This was an interim analysis of HH-2, with results of HH-1 included for comparison. Efficacy HOPE Hernia-| HOPE Hernia-2
* Key Inclusion Criteria: Adult patients undergoing unilateral open inguinal herniorrhaphy with mesh under deep * Efficacy results (including p.aln levels, opioid consumption, and patient satisfaction) were similar between HH-land HH-2 Cohort | Cohort 2 Cohort | Cohort 2
: o and also between cohorts in each study. HTX-011 + HTX-011 + HTX-011 + HTX-011 +
sedation or general anesthesia with ASA |, II, llI Seefra | e Total Alternating Concurrent Total
. o . : - : . : * In both studies, mean time to discharge following surgery was between 2 and 3 hours and mean pain at discharge was in N=93 N=99
* Key Exclusion Criteria: Planned concurrent surgical procedure, pre-existing painful condition expected to require the mild (NRS <4) MMA MMA MMA MMA
e mild range : = = = =
analgesic treatment, opioid use for 2 7 days within 6 months, opioid use prior 24 hours o 8 . It S el Sty
. . . . . . . o Opioid Consumption Any AE 12 (26.1) 18 (38.3) 30 (32.3) 11 (22.0) 11 (22.4) 22 (22.2)
* Study Endpoints: Primary endpoint was proportion of patients who required no opioid prescription through Day |5. " HHL 193% of oat 4 . i o ek ) ) Dav [5 (Fi 5 Severo AE 0 0 0 0 0 0
o : : : . e : * In HH-2, over ients did not receive an opioid prescription | r r r r igur
Secondary Endpoints included proportion of patients who received an opioid prescription at discharge or post- . ove a. ° O. patients o ot ece.ve. 2 .OP O Prese Pt © at. S.C : ge.t o%|g ecovery Day |5 (Figure 2) Serious AE 0 0 0 1(2.0) 0 1(1.0)
discharge through Day 15, number of oxycodone pills taken between discharge and Day |5, mean numeric rating scale * 7 patients received a discharge opioid prescription in HH-2; algorithm criteria are listed in Table 2 A!Eliedadinglta study 0 0 0 0 0 0
: P ; withdrawa
(NRS) pain score at discharge, patient-initiated callbacks for pain management, mean Treatment Satisfaction o Only 3. patlen.ts took an O.P'O'd (a tOt?I f)f 22, IO,.an.d 9 oxycodone 3-mg tablets t.hro.ugh Day 15, respec.:tlvely) Opioid-related AE 7 (15.2) 11 (23.4) 18 (19.4) 1(2.0) 3(6.1) 4 (4.0)
Questionnaire for Medication (TSQM-9) scores (patient satisfaction), and safety. * Of the patients discharged without an opioid prescription, there were no callbacks (in either study) for pain management Most common AEs (>3%)
e Treat ¢ Assi ts: " 3 z = Insomnia 0 0 0 0 2 (4.1) 2 (2.0)
reatment Assignments: Figure 2. Postoperative Opioid Utilization Headache 2 (4.3) 2 (4.3) 4(4.3) 0 0 0
o All patients received preoperative oral ibuprofen 400 mg and oral acetaminophen | g, and a single intraoperative Dizziness 2 (4.3) 0 2 (2.2) 0 0 0
dose of HTX-011 300 mg/9 mg (bupivacaine/meloxicam) was administered via needle-free application to the LOPE Harnia! MOPE Harnia? Nausea 5(10.9) 7(14.9) 12 (12.9) 0 1(2.0) 1(1.0)
surgical site in the inguinal canal and above the external oblique aponeurosis prior to closure at the end of surger Constipation 1(2.2) 4(8.5) > (5-4) 1(2.0) 2(4.1) 3(3.0)
& . & . o 9 P P . . . gery 100 ~+ 96 98 98 98 100 94 98 Vnmiting 3 {5.5] 2 {4.3]‘ 5 {5.4} 0 0 0
o Post-surgery, all patients received scheduled oral non-opioid MMA and were assigned into two cohorts of different 0 1 U 88 e a8 Testicular swelling 0 1(2.1) 1(1.1) 2 (4.0) 1(2.0) 3(3.0)
MMA schedules based on investigator/patient preference (Figure 1) y 801 o B de e AE, adverse event; MMA, multimodal analgesia;
S 70 + oﬁcv :4 *Opioid-related AEs were prespecified as nausea, vomiting, constipation, pruritus, pruritus generalized, somnolence, respiratory depression, and urinary retention.
Figure I. HOPE Hernia-2 Study Design & 60t o EE
o W, P S
5 %] SUMMARY AND CONCLUSIONS
o < 40 + e ;;,i:;,;(',-i?'::.; ;C..,:;‘i:m' n}j,:‘
£ Alternating MMA® /;at'*:’"ts E'_'g_'sla to ) 5% e * In HH-2, HTX-01 | with a scheduled non-opioid MMA regimen plus an opioid prescription algorithm achieved opioid
: IBU 600 mg qéh, e P2 W] s iption elimination aft inguinal hernia repair in 93% of patients, with no call-backs for pa ¢
Bl then 3 hours later APAP | g q6h Continue MMA as needed ischarge if they had: NN R e g (G e prescription elimination after open inguinal hernia repair in 93% of patients, with no call-backs for pain management.
< {| © Received an opioid prior 0 L SR LR S R — - * 92% of patients experienced an opioid-free recovery, treatment regimens were well-tolerated, and patients reported high
"5 a | I to discharge, and/or Discharged without an  Opioid-free Post-discharge = Complete Opioid-free Discharged without an Opioid-free Post-discharge Complete Opioid-free ) ) , ’
En IBS :3{‘; urrent I*‘II1MA ith Record call backs | * NRS 2 6 prior to Opioid Prescription Recovery Through Day 15 Opioid Prescription Recovery Through Day 15 satisfaction.
@ APEE ?}g:tﬁ: e and opioid use \_ discharge ) HH-1 HTX-011 + Alternating MMA (n= 46) HH-2 HTX-01 1 + Alternating MMA (n= 50) * Results from HH-2 were similar to HH-I, which confirmed the HH-1 findings in a broader patient population.
2 % HH-1 HTX-01 1 + Concurrent MMA (n= 47) “ HH-2 HTX-01 | + Concurrent MMA (n= 49) * In a real-world setting of hernia repair, HTX-01 | as the foundation of a non-opioid MMA regimen effectively manages
| | I . . o o . o o . . o o . o
/ | | MMA, multimodal analgesia; Opioid-free post-discharge= patient did not take opioid between discharge and Day |5 (even if received discharge opioid Rx); postoperative pain, minimizes OPIOId use, and eliminates unnecessary prescrlblng of postoperative OPIOIdS'
Day |  [Discharge persite practice| Day 6 Day 15 Day 29 Complete opioid-free recovery through Day |5= patient did not take opioid in hospital or after discharge (even if received discharge opioid Rx)
IBU 4Dﬂgmg l . Emciﬁ::;ents o Safety assessments Patient Satisfaction REFERENCES
preoperatively Prior to discharge * Safety assessments . . . . . : . . ini -
Surgery + HTX- |+ Educational video + Administer TSOM-9 * Results of TSQM-9 were slightly higher in HH-2 compared to HH-1. On a 0-100 scale for each domain, mean scores in I Knight AW, et al. Surgery 2019;166(5):752-7. 4. Clinicaltrials.gov, NCT 03907176.
oll *  Pain intensity HH-2 were the following: 2.  ZYNRELEF (bupivacaine and meloxicam) Extended-Release Solution 5. Minkowitz H et al. Pain Ther.2021 Jul 27.
assessment . . ) . . . . [Full Prescribing Information]. ,
* Effectiveness: 90 for both alternating and concurrent MMA regimens vs. 85 and 79 in HH-1, respectively 3. Ottoboni T et al. Reg Anesth Pain Med. 201945:1 17-123. 8-
APAP, acetaminophen; IBU, ibuprofen; MMA, multimodal analgesia; NRS, numeric rating scale of pain intensity; q6h, every 6 hours; TSQM-9, Treatment * Convenience: 89 and 90 for alternating and concurrent MMA regimens Vvs. 89 and 86 in HH-I, respectively — H:(:}r\t“l

Satisfaction Questionnaire for Medication. *Vhile patient is awake. * Global satisfaction: 90 and 89 for alternating and concurrent MMA regimens vs. 86 and 82 in HH-1, respectively Funding for this research was provided by Heron Therapeutics, Inc. (San Diego, CA, USA). HERAPELITICS



