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HTX-011,a Proprietary, Extended-Release Combination of Bupivacaine and Meloxicam,
Reduced Pain Intensity and Opioid Consumption for 96 Hours Following Abdominoplasty

David Leiman, MD'; Harold S. Minkowitz, MD'; Sanjay S. Patel, PhD?* Guy Boccia, MA? Alice Chu, MA? Linda Heiner, RN? Mary Rose Keller* Erol Onel, MD?%Tom Ottoboni, PhD? Barry Quart, PharmD?

'HD Research Corp., Houston, TX; “Heron Therapeutics, San Diego, CA

INTRODUCTION ° Key .e).(c|u5|0|.1 C.I"Itel’la: | . | Efflc.acy | SafEtY | | | |
— Clinically significant renal or hepatic abnormalities (aspartate aminotransferase * Subjects treated with HTX-01 | trended toward lower mean SPI| scores for the * The incidence of treatment-related adverse events in subjects treated with HTX-

* After a surgical procedure such as abdominoplasty, pain is most severe within the first or alanine aminotransferase >3 times upper limit of normal (ULN), creatinine >2 first 24 hours and reported significantly lower mean SPI scores through 48, 72, Ol | and with saline placebo are presented in Table 2

72 hours'3 times ULN) and 96 hours after treatment than saline placebo recipients. Subjects treated with
» Adequate management of pain not only increases patient comfort, it prevents a — C.urlfent use of analgesics for a chronic pgiq conc.liti.on, use of long-acting opioids HTX-011 also demonstrated signiﬁcani;ly Iqwer mean §PI scores in the Table 2. Treatment-Related Adverse Events?

cascade of adverse clinical outcomes for patients and increased costs for the health within 3 days of surgery, or use of any opioids within 24 hours of surgery 24 to 48,48 to 72,and 72 to 96 hour time intervals (Figure 1)
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—are sys.tem o , , , Study Assessments Figure |. Mean pain intensity over time following complete . HTX-0 I_I 400 mg Salme_PIacebo
. System!c oph|0|d.s Iarefoft.en.drelle odn f(c;r postoperatlvedparl]n manage.n??nt,d Efficacy End Points abdominoplasty. TRAE, n (%) n=20 n=2l|

increasing the risk of opioid-related adverse events and the potential for dru ]

abuse ang addiction® P P : * End points included in this analysis were summed pain intensity score (SPI) during 0 SPl,,,P=00919  SP,_ P=00073  SP_ P=00375  SPl__P=00165 Nausea 3 (15.0) 2 (9.5
* Available local anesthetics, including long-acting formulations, have demonstrated Fhe 0t0 24,0 to 48, O t,o 72,0 to 96, 24 t,o 48,48 to 72,and 72 to 96 hour time 7 —a- Saline placebo (n = 21) :

limited effect bevond 24 hours! 12 intervals and total opioid rescue medication consumed through 24,48, 72,and 96 g —o- HTX-011 400 mg (n = 20) Pruritus 0 (0.0) 3(14.3)

, / , , , o hours after study drug administration

 HTX-0I| delivers superior local analgesia by leveraging the anti-inflammatory effect  Pain intensity was assessed on aVisual Analog Scale (100 mm line anchored by 7 - Headache 2 (10.0) 0 (0.0)

of meloxicam in a unique combination with bupivacaine over 72 hours via sustained

: : ® 13 6 - TRAE, treatment-related adverse event.
release with Biochronomer® technology

“no pain” to “worst pain imaginable”) by measuring the distance from 0 (no pain) b °d ac
: s occurring in >| subject.

to the patient’s mark
* Previous interim results in subjects undergoing inguinal herniorrhaphy'* and I

bunionectomy' (see Poster 3758) indicated that HTX-01 | significantly reduces pain
intensity and the need for rescue opioids'*; efficacy of HTX-01 | in abdominoplasty, a
procedure involving larger incisions, is currently under investigation Safety End Points

* Rescue pain medication was available as needed; total opioids consumed were
converted to milligram morphine equivalents and summed for analysis

* No deaths, serious TEAEs, or TEAEs leading to premature discontinuation were
reported

Mean Pain Intensity

. Safety was evaluated by incidence and assessment of treatment.cmergent - _______ CONCLUSIONS
OB] ECTIVE adverse events (TEAEs) and serious TEAEs as well as changes in vital signs, clinical N T S : : -
& &hs, | 1_:,o-n°w> « HTX-011,a novel combination of bupivacaine and meloxicam, was well tolerated

* To assess the safety and efficacy of HTX-01 | in reducing pain intensity and opioid aboratory evaluations,and electrocardiograms 0 - and significantly reduced pain intensity and opioid consumption through 96 hours

consumption after complete abdominoplasty 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 after complete abdominoplasty when compared with saline placebo
RESULTS Hours After Study Drug Administration * These results confirm the versatility of HTX-01 |, which has previously
METHODS . . o SPI, summed pain intensity. demonstrated efficacy in both herniorrhaphy'4 and bunionectomy'> (see Poster
Baseline Populaﬂon Characteristics Last observation carried forward method used to account for missing data; no adjustment for opioid rescue 3758) and now in abdominoplasty, which has a much |a|~ge|~ incision

medication administered.

[ ] o 1 . . . . .
Study Design A total of 41 women (76% white, mean age 42 years, mean BM| 27) were | | o o o « HTX-0I | represents a significant advance in postoperative pain management
. S . S . . enrolled and received treatment with either HTX-011 (n = 20) or saline placebo « HTX-011 subjects required significantly less opioid administration through
* This analysis included a cohort of subjects participating in an ongoing, randomized, (n =21) (Table 1) 24,48, 72,and 96 hours after dose (35.7%, 33.0%, 36.5%,and 37.1% decrease m
multicenter; double-blind, placebo-controlled phase 2 IRB-approved clinical trial + Demographics were comparable across cohorts (Table 1) compared with saline placebo, respectively) (Figure 2)
(NCT02689258)
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* After signing informed consent, subjects were screened to select those who were 40 - _ 3. Svensson | et al. ] Pain Symptom Manage. 2000;20:193-201. 14. Winkle P et al. Local administration of HTX-01 1,2 long-
. . HTX-011 Sali Pl b Rl e = 20) — 4 M A et al. Clin Plast Sure. 2014:41:655-672 acting Biochronomer-based bupivacaine/meloxicam
quahﬁed for Comp|ete abdommgphsty - alline riaceno - . _ P = 0.0073 P = 0.0078 . Matarasso A et al. Clin Plast Surg. 41:655-672.  blochrc . _Dupivaca
_ _ m Saline placebo (n = 21) : , : 104, combination, in hernia repair: preliminary results of an
. . . o . ] n=20 n=2I c 5. Morrison RS et al. Pain. 2003;103:303-31I. . : ) .
* Subjects were randomly assigned |:| to single-dose administration of either: o ™ 6. Aasvang EK et al. Anesthesiology. 2010:1 12:957-969 'S"te”msna'gs'lsd PLC’St\e/r P"e-‘ﬁ(‘/ted at: PAINWeek 2016.
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— 400 mg HTX-01 | (equivalent to 400 mg bupivacaine base) via a combination of Mean age, years (SD) 41.4 (9.25) 43.0 (7.84) o b= 00188 7. Strassels SA et al. Acute Pain. 2004;6:95-104. 5. Viscusi ER et al. HTX-01 1, proprietary, extended-release
injectiOn and insti”ation E m 40 ’ 8 RamaChandran SK et al_/ Clln AnestheSia. 20' |,23207'2 I 3 synergistic Combination Of bupivacaine and meloxicam for
. .. i 2 = i 9. Kessler ER et al. Pharmacotherapy. 201 3;33:383-391. the relief of acute postoperative pain. Poster presented
— Normal saline Injection Mean BMI’ kg/m (SD) 26.95 (2 | 0) 27.51 ( | 67) 7 z 10. Alam A et al. Arch Intern Med.2012:172:425-430. at: the Annual Regional Anesthesiology and Acute Pain
5 ’ Medicine Meeting: April 6-8,2017; San Francisco, CA
* Subjects were evaluated postoperatively for their pain and opioid use through Race, n (%) oz 30 1. Miller RD et al. Miller’s Anesthesia. Amsterdam, e g e AP BT, SR oAn ranciseo, =
. . : : ’ O - i P=00198 Netherlands: Elsevier Health Sciences; 2014. oster :
/72 hours after study administration during confinement at the study center,and then - ® -
were discharged. Follow-up visits were scheduled at 96 hours, |0 days, and 28 days after Black or African American 5> (25.0) > (23.8) 0 “E’
study drug administration White 15 (75.0) 16 (76.2) o ACKNOWLEDGMENTS
Subi ' ' o This study was supported by Heron Therapeutics, Inc., San Diego, CA. Medical
‘|1< leCtIS Ethnicity, n (%) S writing and editorial assistance was provided by ApotheCom (San Francisco, CA).
* Key inclusion criteria &
— American Society of Anesthesiologists Class | or Il adults aged >18 years scheduled Hispanic or Latino 7 (35.0) 5(23.8) = 16.78  26.09 27.88  41.63 33.38 5259 3408 54.14
to undergo elective complete abdominoplasty involving liposuction, umbilical . . . 24 48 72 96
repositioning, or both Not Hispanic or Latino 13 (65.0) 16 (76.2) Hours After Study Drug Administration
— BOd)’ mass index (BM|) <30 kg/m2 BMI, body mass index. MME, milligram morphine equivalent.

Presented at the 42nd Annual Regional Anesthesiology & Acute Pain Medicine Meeting; April 6-8,2017; San Francisco, CA



