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INTRODUCTION

RESULTS

• HTX-011 (ZYNRELEF™) is a dual-acting local anesthetic formulation comprising bupivacaine and low-dose meloxicam
in an extended-release polymer that controls the release of active ingredients over 72 hours, which results in enhanced
and sustained analgesia.1-4 HTX-011 is approved for use in the United States and European Union.5-6
– Meloxicam reduces surgery-related inflammation, thereby normalizing the local pH, resulting in enhanced penetration
of bupivacaine into the nerves1
• HTX-011 is administered via needle-free application into the surgical site and surrounding tissues prior to wound
closure (Figure 1)
• In registrational trials, HTX-011 demonstrated superior postoperative pain management over 72 hours, reduced
opioid use, and had a safety profile comparable to saline placebo and bupivacaine hydrochloride (HCl)2-4
• Multimodal analgesia (MMA) is recommended throughout various treatment guidelines. HTX-011 as the foundation
of a scheduled non-opioid MMA regimen was investigated in 4 single-arm studies where it demonstrated effective pain
management with minimal or no opioid use7-10

OBJECTIVE

Addition of MMA to HTX-011 Did Not Impair Wound Healing
• 98% of patients had normal wound healing across treatment groups in herniorrhaphy and
TKA studies, as assessed via the Southampton Wound Scoring System
• In bunionectomy studies, incidence of any abnormal wound healing was 35% with saline
placebo, 37.7% with HTX-011, and 39.3% with bupivacaine HCl in the randomized
controlled studies and 35.5% in the HTX-011+MMA follow on study, as assessed using a
custom list of preferred terms (Table 5)
Table 5.Wound Healing in Bunionectomy Studies
Randomized Controlled
Bunionectomy Study
BMI, body mass index; MMA, multimodal analgesia; SD, standard deviation.

• The objective was to evaluate the safety of HTX-011, with or without an NSAID-containing non-opioid MMA regimen,
in patients undergoing bunionectomy, herniorrhaphy, or TKA

HTX-011 Was Well Tolerated With or Without an NSAID-Containing Non-opioid MMA Regimen
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• Overall, patients receiving HTX-011 with a scheduled non-opioid MMA regimen experienced a lower incidence of adverse events compared to HTX-011 alone,
which correlates with a lower incidence of opioid-related AEs (Table 3)
• HTX-011 had a similar adverse event profile compared to saline placebo and bupivacaine HCl
• Review of vital signs, laboratory parameters, and physical examinations did not reveal any safety concerns

METHODS
• Data were obtained from 4 randomized, placebo- and active-controlled studies of
HTX-011 alone and 4 single-arm follow-on studies of HTX-011 with an NSAIDcontaining non-opioid MMA regimen
– Studies of HTX-011 alone included primary unilateral metatarsal bunionectomy with
osteotomy, open inguinal herniorrhaphy with mesh, primary unilateral total knee
arthroplasty (TKA), and augmentation mammoplasty
– Studies of HTX-011 with non-opioid MMA included primary unilateral metatarsal
bunionectomy with osteotomy, open inguinal herniorrhaphy with mesh, and primary
unilateral TKA
• In all studies, a single dose of HTX-011 was administered via needle-free application
into the surgical site; postoperative non-opioid MMA varied across studies (Table 1)
• Safety analyses included adverse events (AEs), vital signs, laboratory parameters,
physical examinations, wound healing assessments, and assessment for prespecified
NSAID-related and opioid-related AEs

RESULTS
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HCl, hydrochloride; MMA, multimodal analgesia.
aWound healing was assessed according to a custom list of preferred terms as displayed in Table 5.

SUMMARY AND CONCLUSIONS
AE, adverse event; MMA, multimodal analgesia; LAST, local anesthetic systemic toxicity.
aOpioid-related AEs were prespecified as nausea, vomiting, constipation, pruritus, pruritus generalized, somnolence, respiratory depression, and urinary retention.

HTX-011 With NSAID-Containing MMA Did Not Increase NSAID-Related Toxicity
• The addition of a scheduled, postoperative NSAID-containing non-opioid MMA regimen did not increase NSAID-related AEs (Table 4)
• The most common NSAID-related AEs were pyrexia, hypotension, and hypertension

• HTX-011 was well tolerated, either used alone or as the foundation of a scheduled
NSAID-containing non-opioid MMA regimen
• The incidence of AEs, including opioid-related and NSAID-related AEs, was lower when
HTX-011 was used in combination with NSAID-containing MMA compared to patients
receiving HTX-011 alone
• These data support the safety of HTX-011 in combination with NSAID-containing nonopioid MMA
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AE, adverse event; NSAID, nonsteroidal anti-inflammatory drug; SMQ, standardized MedDRA query; GGT, gamma-glutamyltransferase.
aNSAID-related AEs were identified using a customized list of NSAID toxicity-related preferred terms (>1,800) derived from Essex MN, et al.11

