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* Lower extremity surgical procedures often require postsurgical opioids for pain management' STUDY DESIGN Figure 1. Study design. TREATMENT ADMINISTRATION AND PERMITTED ANALGESIC MEDICATIONS
Liposomal Bupivaca i ne Via » Use of peripheral nerve blocks for lower extremity procedures can reduce opioid consumption e This randomized, double-blind, active- Cohort 1 (Efficacy, Safety, PK) and Cohort 2 (Efficacy, Safety) e The study drug was administered under ultrasound guidance 90 minutes (+30
B ) ] while shortening time in the hospital apd_ reducing posts'urg_ical complications? _ controlled study enrolled 2 cohorts in Screening (<30 days before surgery) Liposomal bupivacaine 266 mg (LE)? _minutes) before surgery in the popliteal fossa as a 20-mL sciatic nerve block and
cOmbl ned Sc|at|c and Saphenous - An.kle blocks are recommended by clinical practice gu.ldellngs' as a component of multimodal parallel (NCT045_1 8462; Flgurez_ 1) Participants undergoing foot and ankle procedures il b st etins 206 o el i in the adductor canal as a 20-mL saphenous nerve block
i pain management after foot an_d ankle procedures, with opioids used only as a last resort>* — Cohort 1. con5|st_ed of participants e s R bupivacaine HCl 50 mg (LB-ADMIX)? « All participants received general anesthesia and were allowed medication for
Block After Lower EXtrem Ity - Scl:atlc _n(:rve bIoc_ks.ln the p;)pcilteaJ foss?) are rec;)mr_?ﬁnded fhor foot and ar;)lile IE)grgcedures gnﬂerijc;ng blfntlogeitom}[/. - o ASA physica:j statusk classification <3 suptacane HC1 100 mg GUPY intraoperative nausea/vomiting prevention
where intense pain is expected and can be paired with a saphenous nerve block® — Cohort 2 consisted of participants o BMI =18 and <40 kg/m? o o _
Procedures. a Random ized — Lower extremity procedures such as bunionectomy can be performed using a combined undergoing foot and ankle procedures ¢ ]I:aﬁtlapants were qllowed medr:catlor)s as r.ure]eded for.breahkthrough pain dal
" r saphenous and sciatic nerve block in the popliteal fossa; however, this has not been well i : : Efficacy Primary * AUC of NRS pain intensity scores 0-96 h after surgery for LB vs BUPI oflowing a step-wise approach starting with acetaminophen or nonsteroida
- - investigated in a randomized controlled setting® * Participants were r.andom|zed to receive endpoints | secondary AUC of NRS pain intensity scores 0-96 h after surgery for LB vs LB-ADMIX anti-inflammatory drugs (not exceeding the maximum dose) and, if needed,
DO“bIe'bllnd, Phase 3 Trlal _ o _ _ o _ liposomal bupivacaine 266 mg administered + Total opioid consumption 0-96 h after surgery for LB vs BUPI escalating to an initial 5-mg dose of oxycodone, then to a 10-mg dose
. Llpolsom'al t.)uplvaca(ljn.e ]:S| a I(?ng—.actlng formula'(cjlonGOf buplva;alne approved Ifor pgstsrlrgllczall as 2(:j mIT :}25(6) mEJ) ?f IllposoTéal ?uplvacal?e Exploratory o Current pain intensity scores 0-96 h after surgery of oxycodone, and finally intravenous morphine (initiated at 2 mg) or
! . , , analgesia via woun 6|n iltration in patients aged >6 years and as an interscalene brachial plexus mixed with 20 mL of sa n?e'( ), liposoma additional | Safety . Treatment.emergent AEs and SAESthrough postoperatve day 14 hydromorphone (initiated at 0.2 mg)
acob Hutchins,' Jeff Gadsden,? Gary Schwartz, nerve block in adults bupivacaine 266 mg administered as 20 mL oot
Jia Song,* Mary DiGiorgi,* Roy Winston — A previous phase 3 trial found that liposomal bupivacaine via wound infiltration reduced pain (266 mg) of liposomal bupivacaine admixed endpoints PK o) : é\uc of bupivacaine plasma concentration versus time 0-168 h after surgery STATISTICAL ANALYSES
Whiversity of Minnesota Medical Center, Minneapolis, MN; scores and total opioid consumption compared with placebo for bunionectomy’ with 20 mL (50 mg) of bupivacaine HCl o Toox * Statistical tests were conducted in hierarchical order with an analysis of
2Duke University Medical Center, Dute e — A subsequent phase 3 trial found that liposomal bupivacaine via a sciatic nerve block in the (LB-ADMIX), or bupivacaine HCI 100 mg PUposoml upivaceine 266 mg adinistred a 20 mL (266 mg)ofposamal bupacane ixed ith 20 b of afne, iposama) bupfacaine 266 g admiistered o covariance model with treatment as the main effect
*Maimonides Medical Center, Brooklyn, NY; “Pacira BioSciences, Inc., Tampa' FL popllteal fossa reduced pain and 0p|0|d Consumptlon ComparEd with bUplvacame HCl admlnISt?rEd as 40 mL (1 00 mg) of HCIr.nAE, adv?rgezvt;ggslf\);?\?Amuzl\ilf;:I;c?c?et;/n:;‘eAnV:;thesiorIT;gists;rRaC?ar:ap:Y:S::ntie cu.rvel,'”;\l\lllalfi;gsy mass inzjne%(;aC::,n:laexriernuar; plarsnma concrzgtr(;tio:';)llzllglc,ame e All tests were 2-sided with a Significance level of 0.05
fOf bl_jr]lonec‘tomy8 buplvacalne HCl (BUP') hydrochloride; PK, pharmacokinetics; NRS, numerical rating scale; T, time to maximum plasma concentration; SAE, serious adverse event.
RESULTS
DEMOGRAPHICS AND BASELINE CHARACTERISTICS EFFICACY: PAIN INTENSITY AND OPIOID CONSUMPTION PHARMACOKINETICS Table 2. Overview of Adverse Events
A total of 119 participants were randomized and treated in the stud . . The bupivacaine plasma concentration profile for the BUPI group exhibited 1
OBJECTIVE * T 19 particip ) Yy From 0 to 96 hours after surgery, the primary endpoint of the least ° P P np ) group ext LB groups
— 1 participant in the BUPI group withdrew because of pharmacokinetics blood . . peak, after which plasma concentrations decreased; mean bupivacaine plasma LB LB-ADMIX*  combined BUPI
: o : : . o squares mean (LSM) area under the curve of the numerical rating scale : : L L G _39 a1 -80 -39
To evaluate combined sciatic and saphenous nerve block with draw refusal, and 1 participant in each of the liposomal bupivacaine groups (NRS) pain intensity score was nonsignificantly lower in the LB grou concentrations after liposomal bupivacaine administration exhibited biphasic (n=39) (n=41) (n=80) (n=39)
liposomal bupivacaine with or without bupivacaine hydrochloride was withdrawn by the investigator before receiving the study drug versuspthe BUPI rc)),u (LSM [standardgerror] 2823,9 32.9] vs 348.6 [934 4]p_ peak concentration profiles (Figure 3) Any AE, n (%) 28(71.8)  29(70.7) 57(71.3) 31(79.5)
. . — Most participants (including all participants in cohort 1) underwent : group 0 : o ' ' Y o The early maximum plasma concentration for the LB-ADMIX aroup was twi Mild 22 (56.4) 18 (43.9) 40 (50.0) 22 (56.4)
(HCI) versus bupivacaine HCl alone for foot and ankle procedures bunionectomy (n=110 [92.4%)); other rremi dures included LSM difference vs BUPI [95% confidence interval (Cl)], —61.7 [-147.0, 23.6]; he early maximum plasma concentration tor the Lb-Al group was twice as Moderate 6 (15.4) 11068 17013) 8 (20.5)
unionectomy \h= -4"l); other lower extremity procedures include P=0.1564) high compared with the LB group because of the additional bupivacaine : ' ' '
first metatarsophalangeal fusion (n=4 [3.4%]), specific forefoot procedures _ . . o Severe 0 0 0 1(2.6)
CONCLUS'ONS (n=2 [1.7%]), hindfoot fusion (n=2 [1.7%]), and total ankle arthroplasty o ) o ] Figure 3. Plasma bupivacaine concentration in the LB, LB-ADMIX, and BUPI >1 treatment-related AE, n (%) 11 (28.2) 9(22.0) 20(25.0) 10 (25.6)
(n=1[0.8%]) » Whereas mean current NRS pain intensity scores were significantly higher groups from 0 to 168 hours after surgery. AEs by preferred term
during the first 18 hours after surgery in the LB group compared with the BUPI i
0 In this phase 3 trial, although the primary endpoint was not * Participant demographics and baseline characteristics are shown in Table 1 grous they were significantly Iow%rrZompared vsith IF3)UPI aF: all timepoints 007 —e L8 (n=21) Crax, Mean (D), ng/mL Tnay, median (range), h <2C1:r‘]’/:t;£aat;yngroup>, " 9(23.1) 11(26.8) 20(25.0) 11(28.2)
met’ pa|n |ntenS|ty and 0p|0|d consump“on were S|gn|f|cant|y Table 1. Demographics and Baseline Characteristics (COhOI’tS 1and Z)a examined from 36 to 96 hours (Figure 2) 650 1 : gESD(nM:DZ(W(;:N) L Eatrly:213986;)((7143;7) Eatrly:403‘732((203.57-8ég)5) Nausea 8(20.5) 12 (29.3) 20 (25.0) 7(17.9)
. . . ) o . . . 600 - ate: 238. X ate: 48. .7-83. )
reduced with liposomal bupivacaine ~36 to 96 and 24 to 96 " B ADVIX - . Thgrg were no 5|gn|f|cant differences for the LB versus BUPI groups in cumulative o | LBADMIX _Eary 373.5 (1446) Early: 075 0.511.8) Hypoesthesia 8(20.5) 9(22.0) 17(21.3) 0
N A SRR, TEseee el @endiEEn i e medherisin (n=39) (n=41) (n=39) opioid consumption 0 to 96 hours after surgery (LSM [95% Cl], 20.7 [13.5, 31.7] £ 0. Late: 290.7 (109.6) Late: 48.2 (7.7-84.1) Headache 10 (25.6) 4(9.8) 14.(17.5) 7(17.9)
ou_ e 9 _y' ) P Y . - - - vs 19.8 [12.7, 31.0] milligram morphine equivalents; P=0.8857) = BUPI 3911 (1533) 053 (04-0.9) Paresthesia 5(12.8) 3(7.3) 8(10.0) 11(28.2)
of liposomal bupivacaine Age, median (range), y 51.0(22:68)  49.0(20-72)  45.0(20-68) — However, similar to pain scores, opioid consumption in those receiving LB was €, | Vomiting 1(2.6) 6 (14.6) 7(8.8) 2(5.1)
In IInI I r tl r I n d n I | Wlth Il m I Female, n (%) 35(89.7) 37(90.2) 26 (66.7) Significantly hlgher from 0 to 24 hours and Significantly lower from 24 to 96 g 350 4 *One participant randomized to the BUPI group received LB-ADMIX and was therefore included in the LB-ADMIX group for the safety
(2] . Allaliesl pieialids: E olo gﬁ E d (.]Jces ‘5]1 : prf)cl) E f Race, n (%) hours compared with those receiving BUPI (Figure 2) 2 300 Eupiacaine 266 mg sdmined i buphacane marochoide 50 g e e L ADMI fpesome
upivacaine can enhance the benefit of regional blocks for ’ g 5l
P cal thesia f timized pai % L with duced White 32(82.1) 27 (65.9) 29 (74.4) Figure 2. NRS pain intensity scores over time and opioid consumption over s izz ]
cligficell elnissutssiehielre il pasel| pellal GOt il elEeLIes Slack 1479) 14 (34.1) 10 26.1) each 24-hour period from 0 to 96 hours after surgery for the LB, LB-ADMIX, and g,
need for opioids | - BUPI groups. oo DISCUSSION
ASA physical status classification, n (%) . _ . . . L
8 1 ~1B(1=39)  —e—[B-ADMIX(n=40) e~ BUPI (n=40) 100 %01 e Liposomal bupivacaine administered as a combined sciatic and saphenous nerve
1 15 (38.5 13(31.7 22 (56.4
(38.5) (31.7) (56.4) | *  coB(=39)  cIBADMIX(h=40)  ==BUPI (n=40) 9 01 ¢ * y block for foot and ankle procedures resulted in significant reductions in current
2 24.(61.5) 26 (63.4) 17 (43.6) - : o s By % 0 o s NRS pain intensity scores and opioid consumption vyith_LB versus BUFI ~3§ to
3 0 2(5) 0 Z 61 . Hours 96 and 24 to 96 hours after surgery, respectively, with liposomal bupivacaine
] F 70 S . . . . .
BMI, mean (SD), kg/m 28.2 (4.8) 30.2 (5.6) 27.7 (4.8) g 5 1 L 60 g' BUP_I, bupivacaine hydrochloridg100 mg; leax, maximum plasma concentra?ion; LB, Iipgsomal bupivacaine 266 mg; LB-ADMIX, liposomal havmg a Slmllar Safety prOfllle to bl:lplvacam.e alone
Average pain intensity NRS, mean (SD) )3 (2.5) 333.0) 2102.1) g ) o é bupivacaine 266 mg admixed with bupivacaine hydrochloride 50 mg; T__, time to maximum plasma concentration. e In2 regfntks"'blsequ?nt StUd'eIdees_'gneq to |50|at§ the Ff[rOklinged eff-es[-.ts of
g z nerve blocks alone, liposomal bupivacaine was administered as a sciatic nerve
Worst pain intensity NRS, mean (SD) 3.3(2.6) 45(3.1) 3.2(2.7) 2 L 40 2 block in the liteal f d h block in the add |
Z 3] z popliteal fossa and a saphenous nerve block in the adductor cana
IR AT sy ey ol el Pain Catastrophizing Scale total score, mean (SD)  11.7 (11.5) 13.2(11.8) 11.1(10.8) § | - % SAFETY . for bunionect(.)my and totall knee arthroplasty, respective|ys,9. | N
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e SD, standard deviation. 0-24 hours 24-48 hours 48-72 hours 72:96 hours 3 R . i 0 — Liposomal bupivacaine was associated with reduced pain and opioi
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;t a(lilézcs)sd?r: ?:eetsgrt::s?:;ﬁ:ensl:ziltggifgar: nAunaeISI;:;?S::IQXnaensc':htcs?lctfo:?llZn,\geAdclfjltr;eP,;/:ielt/llzg;i cAir?er-lll\/zlgé tzir?;iglﬁlugévoz%%;l” consumption over cleach 24-hour period (see vglug§ on right y-axis; error bars are 95% confidence interval). fOne.participant frqm each the group) ° Cons.lste.nt Wlth_ the pr0|ong.ed release Of ||posoma| bupl\{acalne fr_om
Ao, 7 ' s tament o e fon ety Sepfnt e ot i U 009 P psaapettodide 000 N participants died, had a serious AE, or discontinued from the study because  Multivesicular liposomes, this study demonstrates the efficacy of liposomal
squares mean; MME, morphine milligram equivalent; NRS, numerical rating scale. of an AE bupivacaine particularly after the first ~24 to 36 hours following surgery once
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