
 
 

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not 
intended to be a definitive statement on the safety, efficacy or effectiveness of the health technology covered 
and should not be used for commercial purposes or commissioning without additional information. A version 
of the briefing was sent to the company for a factual accuracy check. The company was available to comment. 
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SUMMARY 

Liposomal bupivacaine is in late-stage clinical development for the treatment of post-
operative pain in adults. Post-operative pain is a common occurrence for those patients who 
have surgery. Controlling post-operative pain is important for ensuring a good patient 
experience, optimising post-operative outcomes and enhancing recovering, and the 
prevention of chronic postsurgical pain in the longer term.   

 

Bupivacaine is an anaesthetic (numbing agent) that blocks nerve impulses in the body. It is 
used as a local analgesic to alleviate pain in a particular location of the body.  Ordinarily, the 
numbing effects of bupivacaine are short lived, as the molecules are small and rapidly 
redistributed from the site of injection.  However, when combined with larger carriers such 
as liposomes, which remain at the injection site for longer, the local anaesthetic is released 
gradually over several days.  This has a number of benefits - postsurgical pain is kept to a 
minimum, and opioid consumption is reduced which further promotes earlier patient 
mobilisation.  Liposomal bupivacaine is given as a prolonged-release dispersion for injection 
and if licensed, will offer a longer-acting local anaesthetic that can be administered as a single 
dose for patients with post-operative pain.   
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  PROPOSED INDICATION 
 

Liposomal bupivacaine is indicated in adults for single-dose infiltration to produce post-surgical local 
analgesia and as a nerve block to produce post-surgical regional analgesia for acute pain 
management.a 

TECHNOLOGY 

DESCRIPTION 

Liposomal bupivacaine (Exparel) is a novel formulation which has been developed to address the 
need for longer-acting local anaesthetics that can be administered as a single dose.1 On its own, the 
duration of the local analgesic action of bupivacaine is limited.2 One approach to prolong analgesia is 
to complex local anaesthetics with larger carriers that remain at the injection site for a prolonged 
time, gradually releasing anaesthetic. Multivesicular liposomes (i.e., DepoFoam)3 constitute an ideal 
vehicle, because  following administration there is a reorganisation of the triglycerides in the external 
lipid layer which leads to release of the bupivacaine from within the vesicle. This leads to further 
reorganisation of the vesicles and continued release of bupivacaine for up to 72 hours.4,5 
 
Liposomal bupivacaine is currently in late stage clinical development for management of post-
operative pain.6-11  In these trials, participants were assigned to receive liposomal bupivacaine 
prolonged-release dispersion for injection with dosing varying between 67 mg and 266 mg.6-11  

INNOVATION AND/OR ADVANTAGES 

The benefits of liposomal bupivacaine which when given to patients following surgery centre on the 
prolonged duration of analgesia for up to 72 hours.12  Such extended pain relief would minimize 
postsurgical pain and reduce the consumption of supplemental opioid medications post-surgery, 
which could lead to earlier patient mobilisation and bowel function.2,13  

DEVELOPMENT STATUS AND/OR REGULATORY DESIGNATIONS 

Liposomal bupivacaine does not currently have Marketing Authorization in the EU for any indication.  
 
Liposomal bupivacaine is currently in late stage development, with clinical trials completed for a 
range of surgeries (including lumbar fusion, hip and femur fracture repair, open gynaecologic surgery, 
breast reconstruction, thoracic surgery, thoracotomy, knee arthroplasty, rotator cuff repair, shoulder 
arthroplasty, liver surgery).14 

 

PATIENT GROUP 

DISEASE BACKGROUND 

Post-operative pain is a typical example of acute pain.15 All surgical procedures are associated with a 
certain level of post-operative pain. Fear of pain is deeply rooted among patients who are about to 
have surgery.16 Experiencing postsurgical pain can interfere with patient recovery after surgery 
through a variety of mechanisms, including harmful changes in cardiovascular (e.g. peripheral 
vascular resistance), pulmonary (e.g. impaired ventilation), gastrointestinal (e.g. reduced intestinal 

                                                            
a Information provided by Pacira Ireland Ltd. 
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motility), renal (e.g. urinary retention), hematologic (e.g. thromboembolism), immunologic (e.g. 
infection), muscular (e.g. weakness), and psychological (e.g. anxiety) function.17 These changes can 
increase the utilisation of health services while in the hospital, as uncontrolled postoperative pain 
may lead to prolonged post-anaesthesia care unit stays, delayed hospital discharge, and 
unanticipated admission following ambulatory surgery or subsequent readmissions.18 Experiencing 
severe acute postsurgical pain has also been identified as a risk factor for developing chronic 
postsurgical pain, with the risk being proportional to the amount of time spent in severe pain on the 
first day after surgery.19 

CLINICAL NEED AND BURDEN OF DISEASE 

According to Core Standards for Pain Management Service in the UK, two-thirds of hospital patients 
experience pain during their admission. Pain is often poorly relieved, with up to 20% of all inpatients 
suffering moderate to severe pain at any given time. Even within the surgical population, where the 
noxious stimulus (the surgery) is well defined and systems are in place to manage acute pain, almost 
60% of patients experience severe pain in the post-operative period, with a marked negative impact 
on health-related quality of life.20  
 
The number of surgical procedures and interventions performed in England 2018-19 was 12,164,264. 
If 60% of patients experience severe pain in the postoperative period, this would equate to 
approximately 7,298,558 of persons who were operated on in 2018-19.21  

 

PATIENT TREATMENT PATHWAY 

TREATMENT PATHWAY 

The involvement of patients in pain control is important because pain is such a personal experience. 
Following the operation, patients should have their pain level assessed using a 0-10 scale. The pain 
score should be recorded which will help the doctors and nurses know whether pain treatments are 
working.22  
 
Both drug and non-drug treatments can be successful in helping to control pain. In most cases drugs 
are given to control pain for a few days after surgery. However, non-drug treatments can be just as 
important in helping to control pain.22  
 
Drug treatment to control pain 
Pain should be treated early rather than allowing it to become worse. The type of drugs should be 
selected according to the extent of surgery and the amount of pain the patient has, as well as 
individual patient factors. Opioids should be minimised to avoid opioid related adverse events.22 
 
Non-drug treatment to control pain 
Non-drug treatments include some complementary therapies that can be effective for mild to 
moderate pain and boost the pain-relief effects of drugs. They include:22  
• simple relaxation techniques such as abdominal breathing, visualisation exercises, and listening 

to relaxing music 
• supporting the wound when coughing, deep breathing and moving after surgery 
• massage, which works on the muscles to release excess tension and can help with relaxation. 

CURRENT TREATMENT OPTIONS  

Recommendations for treating postsurgical pain include surgical site–specific peripheral regional 
anesthetic techniques with local anesthetics (e.g. bupivacaine), as well as a multimodal regimen of 
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scheduled systemic non-opioid analgesics (e.g. NSAIDs), with opioids given as needed for moderate 
to severe pain.23 

PLACE OF TECHNOLOGY 

If licensed, liposomal bupivacaine will offer an additional treatment option for the management of 
post-operative pain when given prior to or during surgery. Target patients and treatment line are 
surgical procedures in adults which incur moderate to severe somatic postoperative pain for more 
than 24 hrs.b 

 

CLINICAL TRIAL INFORMATION 
 

Trial NCT00890721, SKY0402-C-316; A Multicenter, Randomized, Double-Blind, 
Parallel-Group, Placebo-Controlled Study to Evaluate the Safety and Efficacy of a 
Single Administration of SKY0402 for Prolonged Postoperative Analgesia in 
Subjects Undergoing Hemorrhoidectomy 
Phase III, completed 
Location(s): Republic of Georgia, Poland and Serbia 

Trial design  Randomised, double-blind, parallel-group, placebo-controlled study. 

Population n=189; adults 18 yrs and older; scheduled to undergo 2- or 3-column excisional 
hemorrhoidectomy for internal or internal/external haemorrhoids, under general 
anesthesia, using the Milligan-Morgan technique. 

Intervention(s) A single administration by intraoperative local infiltration of 266 mg of LB, diluted 
to a 30 mL injection volume.b 

Comparator(s) A single administration by intraoperative local infiltration of preservative-free 
0.9% sodium chloride for injection (30 mL injection volume).   

Outcome(s) Primary outcome measure: The area under the curve of NRS-R pain intensity 
scores through 72 hours (NRS-R AUC0-72). 
 
See trial record for full list of other outcomes. 

Results 
(efficacy)b 

The primary endpoint, the area under the curve of NRS-R pain intensity scores 
through 72 hours (NRS-R AUC0-72) was met. EXPAREL demonstrated a statistically 
significant reduction in pain through 72 hours compared with placebo (p<0.0001).  
Multiple secondary endpoint results also demonstrated a statistically significant 
advantage for EXPAREL, confirming the robustness and clinical significance of the 
primary endpoint. 

Results (safety)b The adverse event incidence for EXPAREL was similar to placebo. There were no 
deaths or withdrawals due to adverse events. There was one SAE of mild 
thrombophlebitis in the placebo group, which resolved the next day after 
treatment. Mean scores for overall satisfaction with the subject’s wound healing 
were not statistically significantly different between treatment groups. 

 

Trial NCT00890682, SKY0402-C-317; A Phase 3, Multicenter, Randomized, Double-
Blind, Parallel-Group, Placebo-Controlled Study to Evaluate the Safety and Efficacy 
of a Single Administration of SKY0402 for Prolonged Postoperative Analgesia in 
Subjects Undergoing Unilateral First Metatarsal Osteotomy (Bunionectomy) 

                                                            
b Information provided by Pacira Ireland Ltd. 

https://clinicaltrials.gov/ct2/show/NCT00890721
https://clinicaltrials.gov/ct2/show/NCT00890682
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Phase III, completed 
Location: USA 

Trial design  Randomised, double-blind, parallel-group, placebo-controlled study. 

Populationc n= 193 (enrolled); adults aged ≥18 years at the screening visit; scheduled to 
undergo primary unilateral first metatarsal osteotomy without hammertoe; able 
to receive Mayo block for intraoperative local analgesia. 

Intervention(s) 106 mg of LB in a volume of 8 mL (mode of administration: Intraoperative local 
infiltration).c  

Comparator(s) A single administration of preservative-free 0.9% sodium chloride for injection. 
8 mL injection volume (mode of administration: Intraoperative local infiltration). 

Outcome(s) Primary outcome measure: Area under the curve (AUC) of the Numeric Rating 
Scale at Rest (NRS-R) Pain Intensity Scores [time frame: 0-24 hours]. 
 
See trial record for full list of other outcomes. 

Results 
(efficacy)c,24 

• The primary efficacy endpoint, AUC of pain intensity scores through 24 hours 
using the wWOCF+LOCF imputation for NRS scores, was met as shown by the 
statistically significant difference between EXPAREL and placebo (p=0.0005). 

• The secondary endpoint results support the robustness of the primary 
endpoint finding that EXPAREL demonstrated analgesic activity in the 
bunionectomy setting. The AUC of pain intensity continued to be statistically 
significant through 36 hours (p=0.0229). 

Results 
(safety)c,24 

• EXPAREL was well tolerated in subjects who received postsurgical treatment 
for pain following bunionectomy.  

• The incidence of systemic TEAEs was lower in the EXPAREL group (57.7%) 
compared with the placebo group (65.6%). This difference was largely 
accounted for by the higher incidence of dizziness in the placebo group 
(26.0%) compared with the EXPAREL group (11.3%). The incidence of vomiting 
was higher in the EXPAREL group (27.8%) compared with the placebo group 
(17.7%). 

• Most TEAEs were reported as not related to study medication and were mild 
or moderate in severity. The incidence of related systemic TEAEs was higher 
in the EXPAREL group (9.3%) compared with the placebo group (5.2%). The 
incidence of severe TEAEs was higher in the EXPAREL group (11.3%) compared 
with the placebo group (5.2%); the incidence of moderate TEAEs was higher 
in the placebo group (20.8%) compared with the EXPAREL group (12.4%). Of 
note, severe vomiting was observed in 9.3% of subjects in the EXPAREL group 
compared with 2.1% of subjects in the placebo group. The subgroup analysis 
did not lead to meaningful conclusions as some of the subgroups had small 
numbers of subjects and no statistical analysis was planned or performed. 

 

Trial NCT01683071; 402-C-323; A Multicenter, Randomized, Double-Blind, Parallel-
Group, Placebo-Controlled, Dose Ranging Study to Evaluate the Safety, Efficacy, 
and Pharmacokinetics of Single Injection Femoral Nerve Block With Liposome 
Bupivacaine for Postsurgical Analgesia in Subjects Undergoing Total Knee 
Arthroplasty 
Phase II/III, completed 
Location(s): USA 

                                                            
c Information provided by Pacira Ireland Ltd. 

https://clinicaltrials.gov/ct2/show/NCT01683071
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Trial design  Randomised, parallel assignment (triple masking), multicentre, placebo-controlled 
study 

Population n=278; adults aged 18 yrs and older; scheduled to undergo primary unilateral TKA 
under general or spinal anaesthesia; American Society of Anaesthesiology (ASA) 
Physical Status 1, 2, or 3; able to demonstrate motor function by performing a 20-
meter walk, unassisted, and sensory function by exhibiting sensitivity to cold. 

Intervention(s) Active comparative - Group 1: Bupivacaine liposome injectable suspension 67 mg. 
Active comparative - Group 2: Bupivacaine liposome injectable suspension 133 
mg. 
Active comparative - Group 3: Bupivacaine liposome injectable suspension 266 
mg. 

Comparator(s) Placebo comparative - Group 4: Preservative-free normal saline (20 ml) 
Outcome(s) Postoperative pain [time frame: up to 72 hrs post-surgery] 
Results 
(efficacy) 

Femoral nerve block with liposome bupivacaine (266 mg) resulted in modestly 
lower pain scores and reduced opioid requirements after surgery.25 

Results (safety) Incidence of adverse events was similar between the groups (part 1: 90 vs. 96%; 
part 2: 96 vs. 96%, respectively).25 

 

Trial NCT02713230, 402-C-327; A Multicenter, Randomized, Double-Blind, Placebo-
Controlled Study Evaluating the Efficacy, Safety, and Pharmacokinetics of Brachial 
Plexus Block (BPB) With EXPAREL for Postsurgical Analgesia in Subjects Undergoing 
Total Shoulder Arthroplasty or Rotator Cuff Repair 
Phase III, completed 
Location(s): Europe (not UK) and the USA  

Trial design  Randomised, parallel assignment (triple masking), multicentre, placebo-controlled 
study 

Population n=156; adults aged 18 yrs and older; females must be surgically sterile, post-
menopausal or be using contraception/practicing abstinence; patients should be 
scheduled to undergo primary unilateral total shoulder arthroplasty or rotator cuff 
repair; subjects scheduled for rotator cuff repair must have a magnetic resonance 
imaging (MRI) with a reading confirming a tear of at least 1 cm; American Society 
of Anaesthesiologists (ASA) physical status 1, 2, or 3; subjects should be able to 
demonstrate normal motor function and sensory function in the location where 
sensory function will be measured throughout the study. 

Intervention(s) Active comparator: Liposomal bupivacaine 133 mg in 10 mL expanded with 10 mL 
of normal saline for a total volume of 20 mL.  

Comparator(s) Placebo comparator: Normal saline in 20 ml  
Outcome(s) Primary outcome measure: Area under the curve (AUC) of the VAS pain intensity 

scores [time frame: through 48 hrs]. 
 
See trial record for full list of other outcomes. 

Results 
(efficacy)d,26 

• Single-injection BPB with liposomal bupivacaine 133 mg provided analgesia 
through 48 hours post-surgery with reduced opioid use compared with 
placebo after shoulder surgery.  

• The LS mean AUC of VAS pain intensity scores through 48 hours was highly 
statistically significantly lower in the EXPAREL 133 mg group (136.431) 
compared to the placebo group (254.119; p<0.0001). 

                                                            
d Information provided by Pacira Ireland Ltd. 

https://clinicaltrials.gov/ct2/show/NCT02713230?term=402-C-327&draw=2&rank=1
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• A supportive analysis examining AUC of VAS pain intensity scores through 48 
hours in the Per-Protocol Analysis Set was consistent with these results (LS 
mean difference -116.267; p<0.0001). 

• Total postsurgical opioid consumption through 48 hours was highly 
statistically significantly lower in the EXPAREL 133 mg group (LS mean 25.007) 
compared to the placebo group (LS mean 109.739; p<0.0001). 

• A statistically significantly higher (p=0.008) percentage of subjects in the 
EXPAREL 133 mg group (13.0%) compared to the placebo group (1.4%) were 
opioid-free through 48 hours and the time to the first use of opioid rescue 
medication was statistically significantly longer in the EXPAREL 133 mg group 
compared to the placebo group (p<0.0001). 

Results 
(safety)e,26 

• The liposomal bupivacaine 133 mg given as a single-injection BPB added to a 
standardised pain management protocol demonstrated a comparable safety 
profile with the standardised protocol alone.  

• The percentage of subjects who experienced a TEAE or study drug-related 
TEAE was similar in the EXPAREL and placebo groups with no evidence of dose 
dependence for the 133 mg and 266 mg EXPAREL doses. Most TEAEs were 
mild or moderate in severity. Severe TEAEs were reported for a similar 
percentage of subjects in the All EXPAREL (2.4%) and placebo groups (2.8%).  

• SAEs were reported for four subjects (two in the EXPAREL 133 mg group, one 
in the EXPAREL 266 mg group, and one in the placebo group); none of the SAEs 
was assessed by the investigator as being drug related. No subjects died or 
had a TEAE leading to study discontinuation. Nausea was the most frequently 
reported TEAE in the All EXPAREL and placebo groups, with no evidence of 
dose dependence for the EXPAREL 133 mg and 266 mg doses. Headache and 
hypoaesthesia were the only TEAEs that occurred at a ≥5% higher incidence 
in the All EXPAREL group than in the placebo group. Nausea, pruritus, and 
dizziness occurred at a ≥5% higher incidence in the placebo group compared 
with the All EXPAREL group.  

• Treatment-emergent AESI were reported in a similar percentage of subjects in 
the All EXPAREL and placebo groups and all were mild in intensity. No subject 
reported a fall during the study. 

 

Trial NCT02713490, 402-C-331; Multicenter, Randomized, Double-Blind, Controlled 
Trial Comparing Local Infiltration Analgesia With EXPAREL to Local Infiltration 
Analgesia Without EXPAREL to Manage Postsurgical Pain Following Total Knee 
Arthroplasty 
Phase IV, completed 
Location(s): USA 

Trial design  Randomised, double-blind, active-controlled study. 

Population n = 140; adults aged 18 yrs and older with an American Society of Anesthesiologists 
physical status 1, 2, or 3, who were scheduled undergo primary, unilateral, 
tricompartmental TKA under spinal anesthesia for degenerative osteoarthritis of 
the knee; subjects were not eligible to participate if they had a planned concurrent 
surgical procedure (e.g., bilateral TKA) or were undergoing 
unicompartmental TKA or revision TKA. 

Intervention(s) Single dose of EXPAREL 266 mg in 20 mL admixed with bupivacaine HCl 0.5% in 20 
mL and expanded in volume with 80 mL normal saline (total volume of 120 mL). 
Mode of administration: Intraoperative local infiltration. 

                                                            
e Information provided by Pacira Ireland Ltd. 

https://clinicaltrials.gov/ct2/show/NCT02713490
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Comparator(s) Single dose of bupivacaine HCl 0.5% in 20 mL expanded in volume with 100 mL 
normal saline (total volume of 120 mL). 
Mode of administration: Intraoperative local infiltration. 

Outcome(s) Primary outcome measures:  
• The area under the curve (AUC) of the VAS pain intensity [time frame: 

from 12-48 hours]. 
• Total opioid consumption (in IV morphine equivalents) [time frame: from 

0-48 hours]. 
 
See trial record for full list of other outcomes. 

Results 
(efficacy)f,27 

• Treatment with EXPAREL+bupivacaine was associated with a significant 
improvement in pain scores compared with bupivacaine alone. Mean (SD) AUC 
(12-48) of the VAS pain intensity scores, the co-primary efficacy endpoint, was 
180.8 (94.8) with EXPAREL+bupivacaine and 209.3 (78.97) with bupivacaine 
alone, with a significant least squares mean treatment difference of −26.88 
(p=0.0381).  

• EXPAREL+bupivacaine was also associated with a significant reduction in total 
opioid consumption. The LS mean total opioid consumption from 0 to 48 hours 
after surgery was 16.321 mg with EXPAREL+bupivacaine and 80.328 mg with 
bupivacaine alone, with a significant LS ratio of 0.203 (p=0.0029). 
EXPAREL+bupivacaine was associated with a significant increase in the 
proportion of opioid-free subjects and a significant delay in the time to first 
opioid rescue compared with bupivacaine alone. 

• There was no significant difference between groups in the OBAS total score. 
Results 
(safety)f,27 

• The percentage of subjects reporting at least 1 TEAE was 64.3% with 
EXPAREL+bupivacaine and 56.5% with bupivacaine alone. 

• The most common TEAEs were nausea (EXPAREL+bupivacaine: 30.0%, 
bupivacaine alone: 31.9%), dizziness (EXPAREL+bupivacaine: 4.3%, 
bupivacaine alone: 11.6%), and vomiting (EXPAREL+bupivacaine: 7.1%, 
bupivacaine alone: 7.2%). Most TEAEs were mild or moderate in severity and 
not considered to be related to study treatment. Events considered to be 
related to study treatment included nausea, vomiting, arthralgia, joint 
stiffness, joint swelling, and pruritus in the EXPAREL+bupivacaine group and 
arrhythmia, arthralgia, and mental status changes in the bupivacaine group.  

• Adverse events of special interest were reported more often with bupivacaine 
alone (7.2%) than with EXPAREL+bupivacaine (2.9%). No subject discontinued 
the study because of a TEAE and there were no deaths. 

• One subject in each treatment group experienced an SAE (incision site cellulitis 
in an EXPAREL+bupivacaine subject and influenza in a bupivacaine subject); 
neither SAE was considered to be related to study treatment and both 
resolved with appropriate medical attention. 

 

Trial NCT03176459, 402-C-411; A Multicenter, Randomized, Double-Blind, Active-
Controlled Study to Evaluate the Safety and Efficacy of EXPAREL When 
Administered via Infiltration into the Transversus Abdominis Plane (TAP) Versus 
Bupivacaine Alone in Subjects Undergoing Elective Cesarean Section 
Phase IV, completed 
Location(s): USA 

Trial design  Randomised, double-blind, active controlled study. 

                                                            
f Information provided by Pacira Ireland Ltd. 

https://clinicaltrials.gov/ct2/show/NCT03176459
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Population n = 186,  female, ≥18 years of age, scheduled to undergo elective C-section with 
a term pregnancy of 37 to 42 weeks’ gestation, and had an American Society of 
Anesthesiologists physical status 1, 2, or 3. Subjects were not eligible to participate 
if they had a high-risk pregnancy (e.g., multiple gestations, pregnancy resulting 
from in vitro fertilization, gestational diabetes), pregnancy-induced medical 
condition or complication (e.g., hypertension, pre-eclampsia, chorioamnionitis), or 
3 or more prior C-sections. 

Intervention(s)g Single infiltration of EXPAREL 133 mg in 10 mL combined with bupivacaine HCl 
0.25% in 10 mL (25 mg) and 10 mL normal saline (total mixture 30 mL) into each 
side of the abdomen (total of 266 mg EXPAREL and total volume 60 mL). 
Mode of administration: TAP block under ultrasound guidance. 

Comparator(s)g Single infiltration of bupivacaine HCl 0.25% in 10 mL (25 mg bupivacaine HCl or 22 
mg bupivacaine free base equivalents, calculated as 0.886 mg bupivacaine free 
base = 1.0 mg bupivacaine HCl equivalents) and 20 mL normal saline (total volume 
30 mL) into each side of the abdomen (total of 44 mg bupivacaine HCl and total 
volume 60 mL). This conversion for bupivacaine HCl is provided in order to report 
the dose in free base equivalents since the EXPAREL dose is already reported in 
free base 
equivalents. 
Mode of administration: TAP block under ultrasound guidance 

Outcome(s) Primary outcome measure: Total postsurgical opioid consumption (the frame: 
through 72 hrs). 
 
See trial record for full list of other outcomes. 

Results 
(efficacy)g 

Overall, in the context of non-inferior pain intensity scores, the use of EXPAREL 
266 mg+bupivacaine HCl was associated with statistically and clinically significant 
reductions in opioid use over the 72 hours after surgery compared with 
bupivacaine HCl alone in subjects undergoing C-section. 

Results (safety)g • The percentage of subjects reporting at least 1 TEAE was 63.9% in the EXPAREL 
group and 56.2% in the bupivacaine HCl group. Overall, the most common 
TEAEs were pruritus (EXPAREL: 27.8%, bupivacaine HCl:31.5%), nausea 
(EXPAREL: 24.7%, bupivacaine HCl: 12.4%), vomiting (EXPAREL: 12.4%, 
bupivacaine HCl:6.7%), and headache (EXPAREL: 6.2%, bupivacaine HCl: 
11.2%).  

• Most TEAEs were mild or moderate in severity and considered not related to 
study drug. Events considered related to study drug included nausea, 
vomiting, pruritus, and dizziness in the EXPAREL group and pruritus, back pain, 
dysuria, and erythema in the bupivacaine HCl group. No subject discontinued 
the study because of a TEAE and there were no deaths.  

• Three subjects in each treatment group experienced treatment-emergent 
SAEs; none of the treatment-emergent SAEs was considered related to study 
drug and all but one (gestational hypertension) resolved with appropriate 
medical attention. 

 

ESTIMATED COST 

The cost of liposomal bupivacaine is not yet known. 

                                                            
g Information provided by Pacira Ireland Ltd. 
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RELEVANT GUIDANCE 

NICE GUIDANCE 

NICE clinical guidance in development.  Perioperative care in adults (GID-NG10072). Expected May 
2020. 

NHS ENGLAND (POLICY/COMMISSIONING) GUIDANCE 

No relevant guidance identified. 

OTHER GUIDANCE 

• Chou R. Management of Postoperative Pain: A Clinical Practice Guideline From the American Pain 
Society, the American Society of Regional Anesthesia and Pain Medicine, and the American 
Society of Anesthesiologists' Committee on Regional Anesthesia, Executive Committee, and 
Administrative Council. 2016.23  

• European Association of Urology. Guidelines of Pain Management. 2012.28  
• American Society of Anesthesiologists. Practice Guidelines for Acute Pain Management in the 

Perioperative Setting: An Updated Report by the American Society of Anesthesiologists Task 
Force on Acute Pain Management. 2012. 

ADDITIONAL INFORMATION 

Pacira BioSciences Inc. did not enter information about this technology onto the UK PharmaScan 
database; the primary source of information for UK horizon scanning organisations on new medicines 
in development. As a result, the NIHR Innovation Observatory has had to obtain data from other 
sources. UK PharmaScan is an essential tool to support effective NHS forward planning; allowing more 
effective decision making and faster uptake of innovative new medicines for patients who could 
benefit. We urge pharmaceutical companies to use UK PharmaScan so that we can be assured of up-
to-date, accurate and comprehensive information on new medicines. 

♦ 
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