
EXPAREL® is indicated for single-dose infiltration in 
patients aged 6 years and older to produce postsurgical 
local analgesia and in adults as an interscalene brachial 
plexus nerve block to produce postsurgical regional 
analgesia. Safety and efficacy have not been established 
in other nerve blocks.

Please see Important Safety Information throughout and 
refer to the full Prescribing Information, which is available 
at www.EXPAREL.com.

THE FIRST AND ONLY FDA-APPROVED  
LONG-ACTING LOCAL ANALGESIC FOR  
AGES 6 AND ABOVE1

Pediatric patients in the EXPAREL study were 
defined as 6 to <17 years of age.

APPROVED FOR POSTSURGICAL 
PAIN MANAGEMENT IN 
PEDIATRICS

Demonstrated in PLAY,  
a clinical trial centered 
uniquely on safety in children2
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Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

Opioids can be attributed to 50% of postsurgical 
respiratory failure events in children and may also 
hinder recovery, extend hospital stay, and negatively 
impact both patient and parent experience.4,6,7

Potential side effects and complications 
with current modalities

Device-based platforms  
(ie, pumps and catheters)

Opioids3

Nausea/vomiting Accidental removal8

Constipation Overdose9

Urinary retention Leakage10

Cognitive impairment Infection11

Dependence Unpredictability or malfunction8-10

ADULT-BASED PAIN MANAGEMENT  
CHILDREN3,4
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Opioids, short-acting local anesthetics, 
and delivery devices are the mainstay 
despite safety implications and limited 
studies in children3

Important Safety Information
EXPAREL is contraindicated in obstetrical paracervical 
block anesthesia.

Adverse reactions reported in adults with an incidence 
greater than or equal to 10% following EXPAREL 
administration via infiltration were nausea, constipation, 
and vomiting; adverse reactions reported in adults with an 
incidence greater than or equal to 10% following EXPAREL 
administration via interscalene brachial plexus nerve block 
were nausea, pyrexia, and constipation.

Even so...

50%
�of children report moderate to severe  
pain in the hospital after surgery5

~20%
of children experience chronic  
pain 12 months after surgery5

THE RISKS AND COMPLICATIONS OF 
APPROACHES MAY BE MAGNIFIED IN



54

Important Safety Information (continued)
Adverse reactions with an incidence greater than or equal 
to 10% following EXPAREL administration via infiltration 
in pediatric patients six to less than 17 years of age were 
nausea, vomiting, constipation, hypotension, anemia, 
muscle twitching, vision blurred, pruritus, and tachycardia.

If EXPAREL and other non-bupivacaine local anesthetics, 
including lidocaine, are administered at the same site, 
there may be an immediate release of bupivacaine from 
EXPAREL. Therefore, EXPAREL may be administered to 
the same site 20 minutes after injecting lidocaine.

Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

MEDICAL SOCIETIES RECOMMEND NO N-OPIOID ANALGESICS AND A 
MULTIMODAL APPROACH TO PAIN MA NAGEMENT FOR PEDIATRIC PATIENTS12

American Society of Anesthesiologists Task Force on Acute 
Pain Management13: “Analgesic therapy [for pediatric patients] 
should depend upon age, weight, and comorbidity, and unless 
contraindicated should involve a multimodal approach.”

Expert panel* guidelines that include the American College 
of Surgeons Education Committee15:  
“…health care professionals caring for children who require 
surgery must recognize the risks of opioid misuse associated 
with prescription opioids, [and] nonopioid analgesic use should be 
optimized in the perioperative period…”

Guidelines from the Society for Pediatric Anesthesia14:  
“…clinicians should use all methods possible to minimize the use 
of opioids… Use of nonopioid analgesia is encouraged including 
regional analgesia techniques…”

*�This guideline was developed by the American Pediatric Surgical 
Association Outcomes and Evidence-Based Practice Committee, in 
addition to a geographically diverse multidisciplinary team composed of 
leaders in pediatric opioid stewardship from academic and community 
hospitals and representatives from the American College of Surgeons 
(ACS) Education Committee, the American Academy of Pediatrics 
Section on Surgery, pediatric anesthesia, pediatric nursing, general 
surgery residency, pediatric surgery physician assistants, and  
addiction science.15

ERAS protocols enable rapid recovery 
after surgery, improve clinical and 
economic outcomes, and remove the 
risks associated with opioids16

ERAS protocols are patient-centered, evidence-based 
multimodal pathways for perioperative care that include 
regional analgesia to help accelerate recovery and 
reduce12,16,17:

•	 Pain scores

•	 �Opioid consumption

•	 �Postsurgical nausea and vomiting

•	 �Respiratory complications
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Important Safety Information (continued)
EXPAREL is not recommended to be used in the following 
patient populations: patients <6 years old for infiltration, 
patients younger than 18 years old for interscalene 
brachial plexus nerve block, and/or pregnant patients.

Because amide-type local anesthetics, such as 
bupivacaine, are metabolized by the liver, EXPAREL should 
be used cautiously in patients with hepatic disease.

Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

EXPAREL delivers long-acting pain control 
and offers versatility of administration  
without the use of pumps or catheters

EXPAREL IS A LONG-LASTING ANALGE SIC PROVEN TO MANAGE 
POSTSURGICAL PAIN AND REDUCE OPI OID USE

Surgical site infiltration (for local analgesia)
To produce local analgesia across surgical procedures. 

Fascial plane infiltration (for regional analgesia)
To produce regional analgesia using regional techniques 
such as TAP, ESP, and QL.

COMPOSED
of naturally occurring 
biodegradable and  
biocompatible lipids19-21

ENCAPSULATES
bupivacaine in a multivesicular  
liposomal drug delivery technology

RELEASES
bupivacaine over time as lipid  
membranes reorganize18

UTILIZES
membrane components that are  
cleared by normal metabolic 
pathways19-21

DELIVERS
targeted local analgesia at the 
surgical site

DESIGNED
to consistently deliver safe levels 
of bupivacaine to extend analgesic 
duration22

ELIMINATES
the need for catheters and pumps 
that may hinder recovery

PROVIDES
long-lasting pain control while 
reducing the need for opioids23

EXPAREL uses DepoFoam®, an innovative drug delivery  
technology, to extend analgesia18

ESP, erector spinae plane; TAP, transversus abdominis plane; 
QL, quadratus lumborum.

E
N

H
A

N
C

E
D

  
R

E
C

O
V

E
R

Y
D

E
P

O
FO

A
M

® 
T

EC
H

N
O

LO
G

Y



98

A multicenter, open-label, phase 3 trial  
with 2 parts including pediatric patients  
6 to <17 years of age

THE PLAY STUDY WAS DESIGNED TO E STABLISH THE SAFETY AND 
PHARMACOKINETICS (PK) OF EXPARE L IN PEDIATRIC PATIENTS2

Important Safety Information (continued)
Warnings and Precautions Specific to EXPAREL
Avoid additional use of local anesthetics within 96 hours 
following administration of EXPAREL.

EXPAREL is not recommended for the following types 
or routes of administration: epidural, intrathecal, regional 
nerve blocks other than interscalene brachial plexus nerve 
block, or intravascular or intra-articular use.

Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

Local 
infiltration

n=2
with PK data

n=21
with PK data

Blood samples collected 0.25 to 60 hours 
after treatment for spine surgery, 0.25 to 72 

hours after treatment for cardiac surgery

EXPAREL 4 mg/kg*
n=5

EXPAREL 4 mg/kg*
n=29

n=34

Age Group 1
12 to <17 years old Local 

infiltration

n=16
with PK data

n=15
with PK data

Blood samples collected from 0.25 
to 60 hours after treatment

Spine

Cardiac

EXPAREL 4 mg/kg*
n=31

Bupivacaine HCl 2 mg/kg†

n=30

Spine surgery

Spine or cardiac 
surgery 

Age Group 2
6 to <12 years old

n=61

Study End Points

Part 1: PK and safety

Part 2: Long-term safety
•	 �AEs up to 30 days after surgery
•	 �Neurologic assessments
•	 �Clinical laboratory tests
•	 Vital signs

Baseline characteristics were generally comparable among groups. 
*Maximum total dose of 266 mg.
†Maximum total dose of 175 mg.
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Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

EXPAREL was well tolerated for all age groups,  
with TEAEs being mild or moderate and  
no discontinuations24

THE SAFETY OF EXPAREL WAS COMPARABLE TO BUPIVACAINE AND 
CONSISTENT ACROSS TREATMENT G ROUPS

Patients aged  
6 to <12 years old

Patients aged  
6 to <17 years old

Overview of TEAEs With EXPAREL 
Greater Than or Equal to 10%

Vision blurred 

Constipation

Nausea

Hypoesthesia oral

Vomiting

Anemia postoperative

Muscle spasms

Hypotension

1 (3.4)

4 (13.8)

2 (6.9)

0

4 (13.8)

0

0

0

Cardiac surgery 
EXPAREL 4 mg/kg;  

n=29 (%)

7 (19.4)

9 (25)

11 (30.6)

4 (11.1)

10 (27.8)

5 (13.9)

4 (11.1)

4 (11.1)

Spine surgery 
EXPAREL 4 mg/kg;  

n=36 (%)

Important Safety Information (continued)
Warnings and Precautions Specific to EXPAREL (continued)
The potential sensory and/or motor loss with EXPAREL is 
temporary and varies in degree and duration depending on 
the site of injection and dosage administered and may last 
for up to 5 days, as seen in clinical trials.

TEAE, treatment-emergent adverse event. 
There is not enough evidence to determine if the numbers associated 
with spine surgery in patients aged 12 to <17 years old are indicative of 
differences in the surgery types. 

There were no 
treatment-related 
cardiac or nervous 
system adverse 
events in the 
EXPAREL arms25
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The PK profile of EXPAREL in pediatric patients was:

•	 �Comparable across age groups

•	 �Generally consistent with the EXPAREL PK profile 
in adults

Mean Cmax

•	 �Bupivacaine HCl Spine (12 to <17): 564 ng/mL

•	 �EXPAREL Spine (12 to <17): 357 ng/mL

•	 EXPAREL Cardiac surgery: 447 ng/mL

•	 EXPAREL Spine surgery: 320 ng/mL

DEMONSTRATED SAFETY WITH PK PROFILES THAT WERE WELL BELOW 
TOXIC THRESHOLDS AND BUPIVACAINE PK LEVELS24

Important Safety Information (continued)
Warnings and Precautions for Bupivacaine-Containing 
Products
Central Nervous System (CNS) Reactions: There have 
been reports of adverse neurologic reactions with the use 
of local anesthetics. These include persistent anesthesia 
and paresthesia. CNS reactions are characterized by 
excitation and/or depression.

Group 1 PK Plot of Mean Concentrations (ng/mL)  
Over Time With EXPAREL and Bupivacaine24

Time after dose (hours)
0        6       12      18      24      30      36     42      48     54      60

EXPAREL 4 mg/kg
Bupivacaine HCl 2 mg/kg
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Toxic thresholds are ~2000-4000 ng/mL
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Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

Group 2 PK Plot of Mean Concentrations (ng/mL)  
Over Time With EXPAREL24
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Cardiac surgery
Spine surgery

500
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0
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5000

4000

2000

Toxic thresholds are ~2000-4000 ng/mL

Cmax, maximum concentration.
The bupivacaine HCI data is for reference purposes only and does not 
reflect an active comparator in the study.

The PK curve represents the mean plasma concentrations of bupivacaine 
(ng/mL) for all patients at each time point.

Cmax is calculated as the mean of the maximum plasma concentrations of 
bupivacaine (ng/mL) for all patients.
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Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

At both doses of EXPAREL (266 mg and  
133 mg), the plasma levels of bupivacaine in 
adults remain below toxicity thresholds22,26-28

EXPAREL HAS A LEGACY OF SAFETY IN ADULTS THAT IS ALSO PROVEN  
IN PEDIATRIC PATIENTS

EXPAREL has a unique PK profile in adults

•	 �PK demonstrates plasma levels of bupivacaine that 
can persist for 96 hours22,26,27,29

•	 �At all doses studied, plasma bupivacaine levels are 
maintained well below toxic thresholds22,26,27,29 

•	 �The rate of systemic absorption of bupivacaine 
is dependent upon the total dose of the drug 
administered, the route of administration, and the 
vascularity of the administration site

•	 �Avoid additional use of local anesthetics within  
96 hours

•	 �Systemic plasma levels of bupivacaine following 
administration of EXPAREL are not correlated with 
local efficacy

CNS, central nervous system; FNB, femoral nerve block; ISBPNB, 
interscalene brachial plexus nerve block; TKA, total knee arthroplasty.Important Safety Information (continued)

Warnings and Precautions for Bupivacaine-Containing 
Products (continued)
Cardiovascular System Reactions: Toxic blood 
concentrations depress cardiac conductivity and 
excitability, which may lead to dysrhythmias, sometimes 
leading to death.

DepoFoam® Delivers a Consistent Slow Release of 
Bupivacaine Over Time to Maintain Plasma Levels Below 
Cardiac and Neuro Toxic Thresholds26,27,29-31
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The thresholds for CNS and cardiac effects are 
2000 ng/mL and 4000 ng/mL, respectively

EXPAREL 266 mg 
(hernia)

EXPAREL 266 mg 
(TKA)

EXPAREL 133 mg 
(ISBPNB)

Bupivacaine 1210 mg (continuous 
catheter FNB + local infiltration)
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EXPAREL PROVIDES LONG-LASTING, S IGNIFICANT PAIN CONTROL WHILE 
REDUCING OPIOID USE IN ADULTS*

Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

Important Safety Information (continued)
Warnings and Precautions for Bupivacaine-Containing 
Products (continued)
Allergic Reactions: Allergic-type reactions (eg, anaphylaxis 
and angioedema) are rare and may occur as a result 
of hypersensitivity to the local anesthetic or to other 
formulation ingredients.

EXPAREL vs placebo in ISBPNB for total shoulder 
arthroplasty and rotator cuff repair26

EXPAREL vs bupivacaine HCI in TAP block for C-section35

Cumulative pain 
scores over 48 hours  

P<0.0001

Postsurgical opioid 
consumption over 48 hours  

P<0.0001

Postsurgical opioid 
consumption at 72 hours  

P=0.0117

Results from a phase 3, double-blind, randomized, placebo-controlled 
trial that compared the postsurgical analgesia efficacy, safety, and 
PK of EXPAREL 133 mg (10 mL) (n=69) and placebo (n=71) in patients 
undergoing total shoulder arthroplasty or rotator cuff repair. Primary 
and secondary end points: pain intensity through 48 hours postsurgery, 
as measured by area under the curve (AUC) of visual analog scale 
(VAS) pain intensity scores, and total postsurgical opioid consumption. 
Rescue opioids for pain were available upon patient request. Incidence 
of adverse events (AEs) was comparable between groups, with the most 
common being nausea, headache, pyrexia, and constipation.

Results from a randomized, active-controlled, double-blind 
investigation using a multimodal protocol with EXPAREL in a TAP 
block vs standard bupivacaine in patients undergoing elective 
C-section and given spinal anesthesia. Primary end point: total 
postsurgical opioid consumption (mg) in oral morphine-equivalent 
dosing through 72 hours. Patients were randomized in a blinded 1:1 
ratio to receive TAP infiltration with EXPAREL 266 mg (20 mL) plus 
bupivacaine HCI (n=97) or active bupivacaine HCI alone (n=89). 
Rescue opioids for pain were available upon patient request. The 
safety profile was similar between groups, with the most common 
AEs being pruritus, nausea, vomiting, and headache.

78% FEWER  
OPIOIDS

52% FEWER  
OPIOIDS

SIGNIFICANTLY BETTER 
PAIN CONTROL

EXPAREL vs placebo in hemorrhoidectomy33,34

Cumulative pain scores 
over 72 hours  

P=0.0001†

Overall opioid consumption 
over 72 hours  

P=0.0006†

Results from a phase 3, multicenter, randomized, double-blind, 
placebo-controlled, parallel-group clinical trial that evaluated the 
safety and efficacy of EXPAREL 300 mg (30 mL) (n=95) and 
placebo (n=94) in subjects undergoing 2- or 3-column excisional 
hemorrhoidectomy. Primary end point: cumulative pain score 
reflected in AUC of numeric rating scale through 72 hours. Placebo 
was preservative-free saline for injection. Opioid rescue medication 
(up to 10 mg morphine administered intramuscularly) was available 
to all patients. Rates of AEs were comparable between groups. The 
most common AEs were gastrointestinal.

45% FEWER  
OPIOIDS

SIGNIFICANTLY BETTER 
PAIN CONTROL

EXPAREL vs bupivacaine HCI in TKA32

Cumulative pain scores 
from 12 to 48 hours  

P=0.0381

Overall opioid consumption 
over 48 hours  

P=0.0048

Results from a phase 4, double-blind, randomized, placebo-controlled 
trial that compared the efficacy and safety of EXPAREL 266 mg (20 
mL) (n=70) and bupivacaine HCl (n=69) in a TKA study. Primary end 
points: AUC of VAS pain intensity scores 12 to 48 hours postsurgery; 
total opioid consumption 0 to 48 hours postsurgery. Rescue opioids 
for pain were available upon patient request. Rates and types of AEs 
were similar between treatment groups. The most common AEs in the 
EXPAREL group were nausea, muscle spasms, and vomiting.

78% FEWER  
OPIOIDS

SIGNIFICANTLY BETTER 
PAIN CONTROL

Comparable pain control  
to bupivacaine through  

72 hours

72 HOURS PAIN 
CONTROL

*�The clinical benefit of the decrease in opioid consumption was not 
demonstrated in the pivotal trials.

†�Through 72 hours. Opioid reduction was calculated based on geometric 
mean ratio.
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EXPAREL IS ADMINISTERED DIFFEREN TLY THAN BUPIVACAINE HCI, 
ALLOWING FOR PRECISE DELIVERY OF ANALGESIA

Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.

Important Safety Information (continued)
Warnings and Precautions for Bupivacaine-Containing 
Products (continued)
Chondrolysis: There have been reports of chondrolysis 
(mostly in the shoulder joint) following intra-articular 
infusion of local anesthetics, which is an unapproved use.

Methemoglobinemia: Cases of methemoglobinemia have 
been reported with local anesthetic use.

Bupivacaine is an aqueous solution.

•	 �Readily diffuses into surrounding tissue 
throughout the site

•	 �Requires fewer injections for adequate  
pain-receptor coverage

Dosing for EXPAREL in pediatrics is weight based:  
4 mg/kg weight. Dosing cannot exceed one 20 mL 
vial or 266 mg. EXPAREL may also be expanded with 
normal (0.9%) saline or lactated Ringer’s solution.

•	 Total volume is based on a 1:14 ratio

EXPAREL is a suspension composed of multivesicular 
liposomes that carry bupivacaine.

•	 �Stays precisely where placed; does not readily 
diffuse into surrounding tissue

•	 �Requires more injections to ensure adequate  
pain-receptor coverage

Bupivacaine HCl EXPAREL

Contact your Pacira representative for 
dosing and administration guidance 
and in-service or case support

Due to the proprietary technology 
of DepoFoam®, EXPAREL releases 
bupivacaine over time
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Important Safety Information (continued)
Adverse reactions with an incidence greater than or equal 
to 10% following EXPAREL administration via infiltration 
in pediatric patients six to less than 17 years of age were 
nausea, vomiting, constipation, hypotension, anemia, 
muscle twitching, vision blurred, pruritus, and tachycardia.

If EXPAREL and other non-bupivacaine local anesthetics, 
including lidocaine, are administered at the same site, 
there may be an immediate release of bupivacaine from 
EXPAREL. Therefore, EXPAREL may be administered to 
the same site 20 minutes after injecting lidocaine.

Please refer to the full Prescribing 
Information for complete Dosage 
and Administration information 
before using EXPAREL.D
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Indication
EXPAREL® is indicated for single-dose infiltration in 
patients aged 6 years and older to produce postsurgical 
local analgesia and in adults as an interscalene brachial 
plexus nerve block to produce postsurgical regional 
analgesia. Safety and efficacy have not been established in 
other nerve blocks.

Important Safety Information
EXPAREL is contraindicated in obstetrical paracervical 
block anesthesia.

Adverse reactions reported in adults with an incidence 
greater than or equal to 10% following EXPAREL 
administration via infiltration were nausea, constipation, 
and vomiting; adverse reactions reported in adults with 
an incidence greater than or equal to 10% following 
EXPAREL administration via interscalene brachial plexus 
nerve block were nausea, pyrexia, and constipation.

Adverse reactions with an incidence greater than or equal 
to 10% following EXPAREL administration via infiltration 
in pediatric patients six to less than 17 years of age were 
nausea, vomiting, constipation, hypotension, anemia, 
muscle twitching, vision blurred, pruritus, and tachycardia.

If EXPAREL and other non-bupivacaine local anesthetics, 
including lidocaine, are administered at the same site, 
there may be an immediate release of bupivacaine from 
EXPAREL. Therefore, EXPAREL may be administered to 
the same site 20 minutes after injecting lidocaine.

EXPAREL is not recommended to be used in the following 
patient populations: patients <6 years old for infiltration, 
patients younger than 18 years old for interscalene 
brachial plexus nerve block, and/or pregnant patients.

Because amide-type local anesthetics, such  
as bupivacaine, are metabolized by the liver,  
EXPAREL should be used cautiously in patients  
with hepatic disease.

INDICATION AND IMPORTANT 
SAFETY INFORMATION
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Warnings and Precautions Specific to EXPAREL
Avoid additional use of local anesthetics within 96 hours 
following administration of EXPAREL.

EXPAREL is not recommended for the following types or 
routes of administration: epidural, intrathecal, regional nerve 
blocks other than interscalene brachial plexus nerve block,  
or intravascular or intra-articular use.

The potential sensory and/or motor loss with EXPAREL is 
temporary and varies in degree and duration depending on 
the site of injection and dosage administered and may last  
for up to 5 days, as seen in clinical trials.

Warnings and Precautions for Bupivacaine-Containing Products
Central Nervous System (CNS) Reactions: There have been 
reports of adverse neurologic reactions with the use of 
local anesthetics. These include persistent anesthesia and 
paresthesia. CNS reactions are characterized by excitation 
and/or depression.

Cardiovascular System Reactions: Toxic blood concentrations 
depress cardiac conductivity and excitability, which may lead 
to dysrhythmias, sometimes leading to death.

Allergic Reactions: Allergic-type reactions (eg, anaphylaxis 
and angioedema) are rare and may occur as a result of 
hypersensitivity to the local anesthetic or to other  
formulation ingredients.

Chondrolysis: There have been reports of chondrolysis  
(mostly in the shoulder joint) following intra-articular infusion 
of local anesthetics, which is an unapproved use.

Methemoglobinemia: Cases of methemoglobinemia have been 
reported with local anesthetic use.

Full Prescribing Information is available at www.EXPAREL.com.
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EXPAREL: PROVEN SAFE IN 
PEDIATRIC AND ADULT PATIENTS

The first and only FDA-approved long-acting 
local analgesic for ages 6 and above1 

With experience in more than  
9 million patients, EXPAREL is 
proven to provide:

•	 Reduction or elimination of opioids26,32,33,35,*

•	 �Effective pain management designed with safety in mind 
for pediatric patients26,32,33,35

•	 �Versatility of administration, including surgical site 
infiltration and fascial plane infiltration (regional field blocks)

•	 �Extended analgesia powered by DepoFoam® technology, 
delivering precise pain control for the critical first few 
days after surgery to enable enhanced recovery18,33

*�The clinical benefit of the decrease in opioid consumption 
was not demonstrated in the pivotal trials.

Please refer to the full Prescribing Information for complete 
Dosage and Administration information before using EXPAREL.

Important Safety Information (continued)
EXPAREL is contraindicated in obstetrical paracervical block 
anesthesia.

Adverse reactions reported in adults with an incidence greater 
than or equal to 10% following EXPAREL administration via 
infiltration were nausea, constipation, and vomiting; adverse 
reactions reported in adults with an incidence greater than 
or equal to 10% following EXPAREL administration via 
interscalene brachial plexus nerve block were nausea, pyrexia, 
and constipation.


