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BACKGROUND Assessments Figure |. Mean Plasma Exposure Profiles of Bupivacaine Following Administration of HTX-01 | Safety
* Blood samples to determine the plasma concentrations of bupivacaine were collected from bupivacaine HCI or Bupivacaine HCI * The most common AEs were nausea, vomiting, headache, and constipation (Table 3)
e A tati lasty, i often includes th £ 2 local theti h subjects every |5 minutes for the first 1.5 hours and at hours 2, 3,4, 6,8, 12,24, 48,and 72 and were . : L
HEMEEa=on MarMmBp 2o, & Common Cosmetie SITeery, arey includes the fise of @ local anesthetic stic collected from HTX-01 | subjects at hours 1,2, 4, 6,8, 12,20,22, 24, 26,28, 36, 48, 60, 72, and 120 There was no evidence of LAST in either study
as bupivacaine hydrochloride (HCI) for postoperative analgesia . . L o L .
: : : : : : Lo * Plasma concentrations of bupivacaine were determined using validated liquid chromatography tandem-mass ~9ne subject who received bupivacaine HC| via injection had a bupivacaine plasma concentration of

* High plasma concentrations of local anesthetics may cause serious neurologic and cardiac complications pivac SINg , 9 omatography Bupivacaine HCI 150 mg Instillation 2170 ng/mL and had mild hypotension at | hour postdose.The hypotension resolved at 2 hours postdose
known as local anesthetic systemic toxicity (LAST)? filzfict:tcl;?muezfgt):litzi?gf%grogjeill;';aatilr?:?nmeur;::kllja::?: v?/);sln()tellbpoo:qat/l;anmm a calibration curve. The lower 200 and the subject’s bupivacaine plasma concentration had decreased below 1000 ng/mL by 4 hours postdose
—LAST is more common with unintentional intravascular injection or rapid systemic absorption from highly | P P . . —&— Bupivacaine HC| 150 mg Injection

vascular areas’ Statistical Analysis Table 3. Most Common AEs (incidence >10%) After Administration of HTX-011 or

 HTX-0I'l is a novel, extended-release (ER), dual-acting, fixed-dose combination local anesthetic comprising  PK parameters for bupivacaine were calculated using Phoenix® WinNonlin® version 6.3 (Certara Inc., Princeton, * —&— HTX-011 400 mg/12 mg Instillation Bupivacaine HCI
bupivacaine and low-dose meloxicam, incorporated in a proprietary Biochronomer® polymer NJ, US) using actual sampling times 4 900 . _— . HCl 150
. - RTIr L L . |d upivacaine m

—HTX-0I'| IS administered by instillation through a needle-free appllcatlon. Into the surgical Site as a.smgle * PK parameters were calculated using noncompartmental analysis and reported for the PK analysis population g E »1 HTX-011 400 mg/12 mg P 8

dose; the Biochronomer polymer enables the controlled-release of bupivacaine and meloxicam simultane- using descriptive statistics = gb instillation Instillation Injection

ously over approximately 3 days » AEs were analyzed using descriptive statistics S c Preferred term, n (%) N =50 n=15 n=15
—Approximately 50% of the bupivacaine is released from HTX-0l | over the first 24 hours 4 5 P E - 600 . .

* Herein are a subset of results from two clinical studies in patients undergoing bilateral submuscular g E Subjects reporting at least one AE 48 (96) 1> (100) 14 (93)
augmentation mammoplasty, a highly vascular procedure, to report the pharmacokinetics (PK) and safety of RESULTS e Nausea 37 (74) 10 (67) 10 (67)
HTX-011 (400 mg bupivacaine/12 mg meloxicam) and bupivacaine HCI| (150 mg) c® O

g - Vomiting 19 (38) 9 (60) 6 (40)
I I © |
Baseline Demographlcs O 300 Headache 7 (|4) 3 (20) 3 (20)
OBJ ECTIVES * The safety analysis included 50 subjects who received HTX-0I | by instillation in the phase 2b study and o
30 subjects who received bupivacaine HCI (15 instillation, |5 injection) in the phase 4 study . Constipation 7 (14) 2 (13) 1 (7)
* To characterize the bupivacaine PK profile and safety and tolerability of HTX-01 | applied into the surgical * The baseline characteristics were generally well-balanced across studies; mean age was 32.0 and 30.5 years o —— ‘ Dizziness 6 (12) | (7) | (7)
ite by instillati d with bupivacaine HCI| administered via instillati d injecti | 2 ' 0
site by instillation compared with bupivacaine administered via instillation and injection and mean body mass index was 24.| and 23.5 kg/m* in the phase 2b and phase 4 study, respectively | | | — | - Hypotension 6 (12) 3 (20) 3 (20)
. . 0 12 24 36 48 60 72
Pharmacokinetics Tachycardia 6 (12) 3 (20) | (7)
METHODS * The PK analysis included all subjects who received bupivacaine HCI and 49 evaluable subjects for HTX-01 | Nominal Time, h . ,
yrexia 6 (12) - -
* The bupivacaine PK profiles for bupivacaine HC| administered via instillation and injection were comparable;
* This analysis included cohorts from 2 studies evaluating subjects undergoing bilateral submuscular augmentation differences inT__and t,, were not clinically significant (Table 2) Pruritus generalized | (2) 2 (13) | (7)
lasty. The entry criteri identical for both studies (Table | o | .
mammoplasty. The entry criteria were identical for both studies (Table 1) * Mean bupivacaine plasma C__ was lower with HTX-01 via instillation compared with bupivacaine HCI HCl, hydrochloride. AE, adverse event; HCI, hydrochloride.
— A phase 2b randomized study (NCTO0301 1333) included a cohort of subjects receiving HTX-011 400 mg administered via instillation or injection (Table 2, Figure 1)

bupivacaine/12 mg meloxicam administered via instillation . o - . o S
* One subject receiving bupivacaine HCIl and no subjects receiving HTX-0| | had bupivacaine plasma values

above 2000 ng/mL, a bupivacaine exposure level with which LAST has been reported to occur?”’

— A phase 4 open-label study (NCT03705065) included 2 cohorts of subjects who were randomly assigned
in a |:] ratio to receive bupivacaine HC| 150 mg via instillation or injection

CONCLUSIONS

* Subjects in both studies were kept in an inpatient facility for 72 hours postoperatively for study assess- e ! ! ) = )
ments Table 2. Summary Plasma Pharmacokinetics of Bupivacaine Following Administration of

HTX-011 and Bupivacaine HCI * In augmentation mammoplasty, a highly vascular procedure:

—Bupivacaine mean C__ was lower with HTX-01 | than with bupivacaine HCI, despite a higher administered dose of bupivacaine in HTX-01 |

Table 1. Key Inclusion and Exclusion Criteria for Both Studies HTX-011 Bupivacaine HCI 150 mg —The HTX-01 1 extended-release formulation was dose-proportional to the AUC observed with bupivacaine HC]
Key inclusion criteria Key exclusion criteria 400 mg/12 mg L - —The most common AEs with the different bupivacaine formulations and administration techniques were the same: nausea, vomiting, headache, and constipation
instillation Instillation Injection —No subjects receiving HTX-011 and one subject receiving bupivacaine HCI via injection had a bupivacaine plasma level over 2000 ng/mL; the risk of LAST may be lower for HTX-0l | given the lower peak systemic exposure
* Pre-existing concurrent acute or chronic painful/ N = 492° n=15 n=15 of bupivacaine and unique needle-free application
* Females 218 years old who were not pregnant, restrictive condition (unrelated to the augmentation C , .y 368.1550 o6 1480 4159170
lactating, or planning to become pregnant mammoplasty) that may require analgesia during mae MIN-MMAX, NEIM ) ) >-217
* Provide written informed consent the postoperative period C _,mean (SD), ng/mL 710 (246) 1110 (347) 1110 (469) m
+ Scheduled to undergo bilateral submuscular * Use of NSAIDs, long-acting opioids, any opioids, T, median (range), h 3.58 (1.27-34.58) .03 (0.53-1.58) | 0.73 (0.18-1.25)
augmentation mammoplasty with saline or silicone bupivacaine, or any local anesthetic for <10 c;lays, |. ASA Guidelines Practice Guidelines for Acute Pain 4. Tucker GT. Br | Anaesth. 1986;58:717-731. , , , ,
smooth implants with a volume of 300-500 cc <3 days, <24 hours, <5 days, or <72 hours prior AUC, , mean (SD), h'ng/mL 27,000 (8960) 9850 (6760) 8710 (2340) Management in the Perioperative Setting:An Updated o | An electronic version (.)f.the poster can be v!ewgd !3y scanning the
to scheduled surgery, respectively R ¢ by the A . Society of Anesthesiolosist 5. Kastrissios H et al. Eur | Clin Pharmacol. QR code. The QR code is intended to provide scientific information for
* ASA Physical Status classification system category |-l BM| >35 ko/rm? t,,, mean (SD), h 19.0 (4.40) 13.5 (5.03) 7.69 (2.33) T:SI?<OEOFC); oneAanfe”Igginn l‘sl):lgeagye;en:e/:ne;tsf‘::sizlgol;ys 1993:44:555-557. individual reference.The PDF should not be altered or reproduced in any
* > g/m ° ° way. All copyrights remain those of the copyright holder. This page will not be -
ASA, American Society of Anesthesiologists; BMI, body mass index; NSAIDs, nonsteroidal anti-inflammatory drugs Q,LZJSSEO;?S: :eicr:fi;;r(:licnli:::tit(r:nl:aﬁ:’??i?e?Texfl;?&zla’c’;ei:(ii;ﬁﬁtﬁ;mxénc?g);icn;z:;a(t)iz?rved plasma concentration; HEl hydrochloride: Sb standard deviacion 201 2; 116:248-273. 6. Knudsen K et al. Br'l Anaesth. | 997’78507-5 4. available after June 12,2019. http://bit.ly/2XeDIT6 (ThiS URL is case SenSitive') E
, BMI, ’ ’ =39 o AUC. _and ¢ ;10 subjects did not exhibit a terminal log linear phase. 2. El-Boghdadly K et al. Local Reg Anesth. 2018;11:35-44.7. Bardsley H et al. Br | Clin Pharmacol. | 998;46:245-249.

Outcome Measures "One subject was excluded from summary statistics due to a bupivacaine pre-dose concentration >5% C . 3 Jorfeldt L at aI. ACCG Anaesthesiol Scand. | 968, | 2: | 53_ | 69

* PK parameters in both studies included maximum observed plasma concentration (C_ ), area under the

curve from time 0 extrapolated to infinity (AUC ), time to maximum plasma concentration (T ), and <V
apparent terminal elimination half-life (t, ) : ACKNOWLEDGEMENTS ‘ H | E ON
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