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Three Inextricable Concurrent Epidemics




Chronic pain affects 116
million people in the US
o 37% of the US population
0 47% if children are removed
from the calculation
» Not end of life/palliative
care
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Pain is woefully
undertreated, despite...

o Dozens of approved
medications

o The 5t vital sign (Joint
Commission)

o Patient satisfaction scores
(Centers for Medicare &
Medicaid Services)
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IOM April 2011






“The US accounts for 4% of the world’s population
but uses 80% of its prescription opioid”

e
Morphine Milligram

Equivalents per person,
2010

Japan: 26.38
United States: 693.45

e S A A~ R .

The boundaries and names shown and the designations used on this map do not imply official endorsement or acceptance by the United Nations.
Final boundary between the Republic of Sudan and the Republic of South Sudan has not yet been determined. Dotted line represents approximately
the Line of Control in Jammu and Kashmir agreed upon by India and Pakistan. The final status of Jammu and Kashmir has not yet been agreed upon
L by the parties. A dispute exists between the Governments of Argentina and the United Kingdom of Great Britain and Northern Ireland concerning

Mehen da]e A. J Palliative Care sovereignty over the Falkland Islands (Malvinas).
Med 2013:3: 151-3 International Narcotics Control Board for the UN; 2014




Opioid Analgesics

Less than 1%
risk of
addiction?

A Simplified Timeline

JCAHO: Pain

Purdue
3 markets Management
ain OxyContin Standards
the 5th vital
CMS bases
payment on pt.
Opioids for CNCP2 satisfaction
1980 1986 1995 1998 2001 2004 2007 2011 2012

Porter J, Jick H. Addiction rare in patients treated with narcotics. N Engl J Med
1980;302:123.

2 Portenoy RK, Foley KM. Chronic use of opioid analgesics in non-malignant pain: report of
38 cases. Pain. 1986;25(2):171-86
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Figure. Contributions of Selected Causes of Death to the Change in Life Expectancy in the United States,
2000-2015

12 Leading causes of death (ranked highest to
lowest according to No. of deaths in year 2015)

Diseases of the heart

Malignant neoplasms

Chronic lower respiratory diseases
Unintentional injuries
Cerebrovascular diseases

Alzheimer disease

? In ranked cause-of-death
classification, drug, opioid,

Diabetes mellitus
Influenza and pneumonia

- ) _ and alcohol poisoning are not
Nephritis, nephrotic syndrome, and nephrosis considered to be unique
Suicide (| cause-of-death categories. Instead,
Septicemia poisoning deaths are classified as
Chronic liver disease and cirrhosis [ | either accidental poisonings (which
contribute to unintentional injuries),
Drug, opioid, and alcohol poisoning deaths? suicides, or homicides (ranked 16th
Drug poisoning in leading causes of death).

Contributions from drug, opioid,
Alcohol poisoning and alcohgl pmsomng deaths
, | | | | , | overlap with both unintentional
-0.4 -0.2 0 0.2 0.4 0.6 0.8 1.0 1.2 injury deaths and suicides and
Contribution to Change in Life Expectancy, y cannot be summed with these
leading ranked causes of death.

Opioid-involved poisoning

Dowell D, et al. JAMA. 2017 Sep 19;318(11):1065-7




Public Health Impact
Death Is The Tip Of The iceberg

In 2008, there were 14,800 prescription painkiller deaths.4

For every 1 death there are...

treatment admissions for abuse®

emergency dept visits for misuse or abuse®

SRR RERORRRRERRBORRAREY 130 people who abuse
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SN EN SRR ORRREeRNRORRORERE or are dependent
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nonmedical
users’




Primary non-heroin opiates/synthetics admission rates, by State
(per 100,000 population aged 12 and over)

<8

8-14

1999

(range 1 - 50)

15-18 - 45 or more -

19- 44 - Incomplete data

W

SOURCE: Center for Behavioral Health Statistics
and Quality, Substance Abuse and Mental Health
Services Administration, Treatment Episode Data
Set (TEDS). Data received through 11.03.10.



Primary non-heroin opiates/synthetics admission rates, by State
(per 100,000 population aged 12 and over)

<8

8-14

2009

(range 1 — 379)

15-18 [0

19-44 - Incomplete data

45 or more -

SOURCE: Center for Behavioral Health Statistics
and Quality, Substance Abuse and Mental Health
Services Administration, Treatment Episode Data
Set (TEDS). Data received through 11.03.10.



» Oxycodone, fentanyl, hydromorphone, and
morphine bind the mu-1 opioid receptor
Pain relief, but also euphoria

» Lipid solubility, receptor specificity, binding affinity
Why isn’t heroin legal?

or
Is oxy just legal heroin?*

H3C

Heroin Morphine Oxycodone
(diacetyl morphine) *Okie S. N Engl J Med 2010; 363:1981-1985



Would you give
your child

Ask Your Doctor How Prescription Drugs
Can Lead to Heroin Abuse.

BEFORE THEY PRESCRIBE - YOU DECIDE.




Prescription for Addiction

I , M n Bad tooth, dental visit, addict

Rush in rehab

for painkillers

m:rc edia




Consequences of opioid use

Addiction ) )
Long term use
AbU.SC Opioid use disorder
Dependence

Hyperalgesia

Overdose/Death
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Limit opioid initiation
o Pain management guidelines

= Alternatives to opioids
= Prescribing guidelines

Safe opioid use

o Default prescribing EHR
= Regulatory limits
= Order sets

o Nudge prescribers
o Patient education

Prescription Monitoring Program

e Harm reduction

©)

©)

©)

©)

Naloxone distribution/prescribing
Recovery coaches

Family engagement

Public health interventions

* Addiction management

©)

©)
©)
©)

Screening

Reduce barriers to treatment
Linkage to care/warm handoff
Mediation-assisted therapy



Strategies to Curb the Prescription Opioid Problem
Pain Guidelines

Centers for Disease Control and Prevention

Morbidity and Mortality Weekly Report
Early Release /Vol. 65 March 15, 2016

CDC Guideline for Prescribing Opioids for
Chronic Pain — United States, 2016

S

Long-term opioid use often begins with treatment of acute pain. When
opioids are used for acute pain, clinicians should prescribe the lowest
effective dose of immediate-release opioids and should prescribe no greater
quantity than needed for the expected duration of pain severe enough to
require opioids. Three days or less will often be sufficient; more than seven
days will rarely be needed.



¥ ™ UNIVERSITY HOSPITAL

T a Newark, New Jersey

University Hospital Adult Emergency Medicine Treatment of Acute Pain Guideline

- Alternative therapies should be considered if there are contraindications to first line recommendations
- Consider next line therapies in a stepwise manner if pain persists 30 minutes after an IV dose OR 60 minutes after a PO dose
- Other than in the treatment of severe acute pain, the oral route is the preferred route of administration of most analgesic drugs

ADAOC al Pa
First Line Second Line Third Line Adjunctive Therapy Discharge
Undifferentiated abdominal pain Undifferentiated abdominal pain Opioid rescue* Anti-emetics Undifferentiated abdominal pain
Acetaminophen 975 mg PO Ketamine 0.3 mg/kg IV over 15 Ondansetron 4 mg IV Acetaminophen 975 mg PO q6H PRN
AND/OR minutes OR AND/OR
Ibuprofen 400 - 600 mg PO Ondansetron ODT 4 mg PO Ibuprofen 400 mg PO g6H PRN
(If patient cannot tolerate PO, Gastroparesis OR
ketorolac 15 mg IV) Haloperidol 5 mg IV Metoclopramide 10 mg IV Spasmodic pain
OR Dicyclomine 20 mg PO g6H PRN
Spasmodic pain Haloperidol 5 mg IM Antacids
Dicyclomine 20 mg PO Mag hydroxide/aluminum Gastroparesis
(If patient cannot tolerate PO, hydroxide/simethicone 1200 Metoclopramide 10 mg PO g6H PRN
dicyclomine 10 mg IV) mg/1200 mg/120 mg PO
AND/OR
Gastroparesis Famotidine 20 mg IV
Metoclopramide 10 mg IV

Clinical Pearls:
- Consider underlying etiology of abdominal pain before selecting treatment option (e.g. anticholinergics and opioids counterintuitive in gastroparesis)
- Ketamine: avoid use in patients with severe hypertension or history of psychosis
- NSAIDs: avoid use in third trimester of pregnancy, peptic ulcer disease, history of Gl bleed, or active major bleeding
- Provide patient education regarding type of pain, medication choices, and what to expect
- Consider distractions such as music, talking to patient

ketorolac 15 mg IV)

De i
First Line Second Line Third Line Adjunctive Therapy Discharge

Acetaminophen 975 mg PO Lidocaine 2% viscous solution — Lidocaine 1% dental block Apply ice pack to painful area Acetaminophen 975 mg PO q6H PRN
AND/OR swish and spit AND/OR

Ibuprofen 400 — 600 mg PO Ibuprofen 400 — 600 mg PO q6H PRN
(If patient cannot tolerate PO, AND/OR

Lidocaine 2% viscous solution —
swish and spit g3 hours PRN

Clinical Pearls:
- Provide patient education regarding type of pain, medication choices, and what to expect
- Analgesia is a temporizing measure for more definitive treatment
- NSAIDs: avoid use in third trimester of pregnancy, peptic ulcer disease, history of Gl bleed, or active major bleeding

Guidelines are intended to be flexible. They serve as reference points or recommendations, not rigid criteria. Guidelines should be followed in most cases, but there is an understanding that, depending on the patient, setting, circumstances or factors,

iul’delines can and should be tailored to fit individual needs.
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NJPMP Home

Alerts

Laws and Regulations
Register for the NJPMP

Pharmacy Reporting
Requirements

Frequently Asked Questions
Suspicious Activity Report
Useful Links

Law Enforcement
Treatment

Media

Project Medicine Drop

7
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NJ Prescription Monitoring Program

For Too Many New Jerseyans, Addiction Begins in the Medicine Cabinet

The New Jersey Prescription Monitoring Program (NJPMP)
is an important component of the New Jersey Division of
Consumer Affairs' initiative to halt the abuse and diversion
of prescription drugs.

Email

NJ Prescription Monitoring Program

Established pursuant to NJSA. 45:145 et. seq. the Call
NJPMP is a statewide database that collects prescription (973) 273-8010
data on Controlled Dangerous Substances (CDS) and Human

Growth Hormone (HGH) dispensed in outpatient settings in ° Inquiries about the NJPMP
New Jersey, and by out-of-State pharmacies dispensing into
S:Anc Ny P e may be forwarded to

New Jersey.
Jeffrey D. Laszczyk, Jr., PharmD
NJPMP Administrator
P.O.Box 47014
Newark, New Jersey 07101

Pharmacies are required to report information to the
NJPMP on a daily basis to the PMP Clearinghouse using
the ASAP 4.2 format. Prescriptions must be reported to

the database no more than one (1) business d ) \\
date the prescription was dispensed. "rr. U
The Division of Consumer Affairs and HesEA Commere Syvem

Administrator keep patient information strictly

e 8 ccmiimbn b ilibe. &k o€ AANS S 0ra AY Ptnd]

NYS PMP

PRESCRIPTION MONITORING PROGRAM REGISTRY

Patient Search Multi-Patient Search Reports

PATIENT SEARCH

Public Health Law. Click here to review these guidelines.

A Home ~ 4 My Content ~ 2 Print

Welcome Lewis S Nelson

Drug Listing

First Name*:
Last Name*:
Sex*: (U Female |
Birth Date*: 01 :/l 01

Update PersonalInfo | FAQ | Help | Search Results Help

Designation My DEA Numbers

By clicking "Yes" below, you attest that you will abide by the guidelines for use of this registry in accordance with the New York State

Keeping your DEA number(s) up to date on the My DEA Numbers page will enable the separation of your prescriptions from others' in the search results.
Required Patient Information:

Want to search for more than one patient? Use the Multi-Patient Search page.

Please ensure that the patient information referenced above is correct.
Do you attest to abide by the guidelines as specified above?  vYes

Q Search
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Home > Priorities > Opioid Overdose Prevention > Surgeon General's Advisory on Naloxone and Opioid Overdose

TextSize: AAA &

Surgeon General’s Advisory on Naloxone and Opioid Overdose

I, Surgeon General of the United States Public Health Service, VADM Jerome Adams, am emphasizing the importance
of the overdose-reversing drug naloxone. For patients currently taking high doses of opioids as prescribed for pain,
individuals misusing prescriplion opioids, individuals using illicit opioids such as heroin or fentanyl, health care
practitioners, family and friends of people who have an opioid use disorder, and community members who come into
contact with people at risk for opioid overdose, knowing how to use naloxone and keeping it within reach can save
a life.

BE PREPARED. GET NALOXONE. SAVE A LIFE.

The Opioid Epidemic

Over the past 15 years, individuals, families, and communities across our Nation have been tragically affected by the opioid epidemic, with the number of

overdose deaths from prescription and illicit opioids doubling from 21,089 in 2010 to 42,249 in 2016." This steep increase is attributed to the rapid proliferation
of illicitly made fentanyl and other highly potent synthetic opioids. These highly potent opioids are being mixed with heroin, sold alone as super-potent heroin,
pressed into counterfeit tablets to look like commonly misused prescription opioids or sedatives (e.g., Xanax), and being mixed (often unknowingly) with other
illicit drugs like cocaine or methamphetamine. The resulting unpredictability in illegal drug products is dramatically increasing the risk of a fatal overdose.
Another contributing factor to the rise in opioid overdose deaths is an increasing number of individuals receiving higher doses of prescription opioids for long-
term management of chronic pain. Even when taking their pain medications as prescribed, these patients are at increased risk of accidental overdose as well
as drug-alcohol or drug-drug interactions with sedating medications, such as benzodiazepines (anxiety or sleep medications).

NALOXONE




10 percent revived by Narcan in Mass. died

within year, study says

JESSICA RINALDI/GLOBE STAFF/FILE

Doses of Narcan have proven to be effective in reversing overdoses, but doctors say follow-up medication is needed.

By Felice J. Freyer | GLOBE STAFF OCTOBER 30, 2017




FIGURE 2. Drug overdose deaths* involving opioids,’'3 by type of
opioid" — United States, 2000-2014
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Fentanyl(s)

+ Mu opioid receptor full agonist
+ Variable effect at other opioid receptor subtypes

+ High potency

. . " Table.
+ H g h |Y ||P0Ph ilic Characteristics of opioids including fentanyl derivatives.?>->*3¢

* Rapid onset IV

. Potency (Compared Lipid Therapeutic
+ Generally rapid offset Opioid With Morphine) Solubility" Indext

+ Slow redistribution oot | i o

Meperidine 0.5 40 5
. Apnea Methadone 4 120 12
. Fentanyl 300 800 300
* At high doses Sufentanil 4500 1800 25,000
Alfentanil 75 150 1100
P Tallal Remifentanil 220 18 33,000
R I g I d Ity Carfentanil 10,000 10,600
* At high infusion rates “Lipid solubility=octanol/water distribution coefficient.

Therapeutic index=median lethal dose (LD)/lowest median effective dose (ED).

Wax, P. Ann Emerg Med 2003; 41: 700-705.




Figure 4. Age-adjusted drug overdose death rates, by opioid category: United States, 1999-2016
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Severity

Short acting: Heroin, oxycodone
Onset 6 hours, duration 5-8 days

Long acting: Methadone
Onset 18-36 hours, duration 10-14 days

Days



ABSTINENCE-INDUCED OPIOID
WITHDRAWAL

Naturally occurring opioid withdrawal is not
life-threatening.







ABSTINENCE-INDUCED OPIOID
WITHDRAWAL

Naturally occurring opioid withdrawal is not
life-threatening.

PRECIPTATED OPIOID WITHDRAWAL

Altered mental status
Autonomic instability

Pulmonary edema




Appendix 6. Clinical Opiate Withdrawal Scale’

For each item, circle the number that best describes the patient’s signs or symptom. Rate on just the apparent re-
lationship to opiate withdrawal. For example, if heart rate is increased because the patient was jogging just prior
to assessment, the increased pulse rate would not add to the score.

Patient’s Name:

Reason for this assessment:

Date and Time: / /

Resting Pulse Rate beats/minute
Measured after patient is sitting or lying for one minute

0 pulse rate 80 or below

1 pulse rate 81-100

2 pulse rate 101-120

4 pulse rate greater than 120

G1 Upset over last ¥ hour

0 no G1 symptoms

1 stomach cramps

2 nausea or loose stool

3 vomiting or diarrhea

5 multiple episodes of diarrhea or vomiting

Sweating over past ¥ hour not accounted for by room
temperature or patient activity

0 no report of chills or flushing

1 subjective report of chills or flushing

2 flushed or observable moistness on face

3 beads of sweat on brow or face

4 sweat streaming off face

Tremor observation of outstretched hands
0 no tremor

1 tremor can be felt, but not observed
2 slight tremor observable

4 gross tremor or muscle twitching

Restlessness observation during assessment

0 able to sit still

1 reports difficulty sitting still, but is able to do so

3 frequent shifting or extraneous movements of legsfarms
5 unable to sit still for more than a few seconds

Yawning observation during assessment

0 no yawning

1 yawning once or twice during assessment

2 yawning three or more times during assessment
4 yawning several times/minute

Pupil Size

0 pupils pinned or normal size for room light

1 pupils possibly larger than normal for room light

2 pupils moderately dilated

5 pupils so dilated that only the rim of the iris is
visible

Anxiety or Irritability
0 none
1 patient reports increasing irritability or anxiousness
2 patient obviously irritable anxious
4 patient so irritable or anxious that participation
in the assessment is difficult

Bone or Joint Aches If patient was having pain
previously, only the additional component attributed
to opiates withdrawal is scored
0 not present
1 mild diffuse discomfort
2 patient reports severe diffuse aching of joints/muscles
4 patient is rubbing joints or muscles and is unable
to sit still because of discomfort

Gooseflesh Skin

0 skin is smooth

3 piloerrection of skin can be felt or hairs standing
up on arms

5 prominent piloerrection

Runny Nose or Tearing

Not accounted for by cold symptoms or allergies

0 not present

1 nasal stuffiness or unusually moist eyes

2 nose running or tearing

4 nose constantly running or tears streaming down
cheeks

Total Score
The total score is the sum of all 11 items.

Initials of person completing assessment:

Score: 5-12 = mild; 13-24: moderate; 25-36 = moderately severe; more than 36 = severe withdrawal

Reference:

1. Wesson DR, Ling W. The Clinical Opiate Withdrawal Scale (cows). | Psychoactive Drugs. 2005:35(2):253-259.

www.bccsu.ca

BRITISH COLUMBIA
« CENTRE ON

SUBSTANCE USE

Networking researchers, educators & care providers

Appendix 7. Subjective Opiate Withdrawal Scale (SOWS)!

The sows is a self-administered scale for grading opioid withdrawal symptoms. It contains 16 symptoms whose
intensity the patient rates on a scale of o (not at all) to 4 (extremely), and takes less than 10 minutes to complete.

Patient Instructions: please score each of the 16 items below according to how you feel right now. Circle one
number only.

Item  Symptom Not at all A little Moderately Quiteabit  Extremely
1 1 feel anxious 0 1 2 3 4
2 1 feel like yawning 0 1 2 3 4
3 Tam perspiring 0 1 2 3 4
4 My eyes are teary 0 1 2 3 4
5 My nose is running 0 1 2 3 4
6 T have goosebumps 0 1 2 3 4
7 Tam shaking 0 1 2 3 4
8 T have hot flushes 0 1 2 3 4
9 T have cold flushes 0 1 2 3 4
10 My bones and muscles ache 0 1 2 3 4
11 1 feel restless 0 1 2 3 4
12 1 feel nauseous 0 1 2 3 4
13 1 feel like vomiting 0 1 2 3 4
14 My muscles twitch 0 1 2 3 4
15 T have stomach cramps 0 1 2 3 4
16 1 feel like using now 0 1 2 3 4
Total Score:

Reference:

1. Handelsman L, Cochrane KJ, Aronson MJ, Ness R, Rubinstein K], Kanof PD. Two New Rating Scales for Opiate Withdrawal. 1987. American Journal of Alcohol
Abuse 13, 203-308.






origin al 2mg Capsules

Loperamide hydrochloride

Canrelieve diarrhoea
inone dose

6

Capsules

Anti-Opiate Aid Plus |
Extra Strength ‘

NATURAL FORMULA

|
* OPIATE ADDICTION EASE! |
* IMPROVE FOCUS & MENTAL CLARITY"

* ENHANCES BODY FUNCTION! ‘
* MOOD SUPPORT! |

DIETARY SUPHEMENT

120 TABLETS



MANAGEMENT OF OPIOID
WITHDRAWAL

Methadone

|0 mg IM (or the equivalent 20 mg PO)

Blocks withdrawal in virtually all patients regardless ofbuse
pattern

Suppresses craving




251k Su MK, et al. AmJEM 2018

Baseline COWS
we 5-12: Mild
wen 13-24 Mode rate

COWS score

s 25-36: Moderately Severe

Pre- First
methadone post-methadone
assessement assessement

Fig. 2. Change in COWS score from baseline (prior to methadone administration) to first
assessment post-methadone administration. Each one of the solid lines represents the
change for one patient. Lines are colored according to symptom severity at baseline. The
thick dotted lines represent the average change for each of the severity categories.



MANAGEMENT OF OPIOID
WITHDRAWAL

Methadone

|0 mg IM (or the equivalent 20 mg PO)

Blocks withdrawal in virtually all patients regardless of use
pattern

Suppresses craving
Centrally acting alpha agonist
Reduces autonomic activity

Does not suppress craving




Lofexidine Clonidine
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H
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X ) c "
Cl N
Brand: $1738.00/mo Generic: $1/mo

Brand: $52.80/mo



MANAGEMENT OF OPIOID
WITHDRAWAL

Methadone
|0 mg IM (or the equivalent 20 mg PO)
Blocks withdrawal in virtually all patients regardless ofbuse pattern
Suppresses craving
Centrally acting alpha agonist
Reduces autonomic activity
Does not suppress craving
Buprenorphine

Partial agonist that may worsen withdrawal







¥ ™ UNIVERSITY HOSPITAL

& Newark, New Jersey

Buprenorphine Dosing Guideline for Acute Opioid Withdrawal

Confirm time since last opioid use (typical
s Short-acting (e.g., heroin, morphine IR): >12 hours
e Extended release formulations like OxyContin®): >24 hours
* On methadone maintenance: >72 hours

Evaluate Clinical Opiate Withdrawal Scale (COWS)

No buprenorphine indicated Give buprenorphine 2-4 mg SL*

Re-assess COWS in 1-2 hours 2 mg — Risk of oversedation
(e.g., last opioid use unclear,
elderly)

4 mg - All other patients

4 Re-assess after 1 hour

- Refer to outpatient buprenorphine No Are withdrawal symptoms present?
clinic (warm handoff preferred)

- If possible, consult a DATA-waivered T o

hysician to write a No -wai ? I
Py : <_—I Are you DATA-waivered Repeat or double buprenorphine dose
buprenorphine/naloxone )

Max single dose = 8 mg

prescription
: Max total dose = 16 mg
- Instruct to return to ED if

withdrawal occurs before pt can get
to the clinic (see 72-hr rule below)
- Offer naloxone rescue kit**

A J

- Refer to outpatient buprenorphine clinic (warm handoff preferred)

- Write a buprenorphine/naloxone prescription for # of days until
patient can follow-up at the clinic. Counsel the patient on
appropriate dosing.

- Instruct patient to return to ED if withdrawal occurs before pt can fill

*Inform patient that buprenorphine
the Rx or follow-up at the clinic (see 72-hr rule below)

takes 5-10 minutes to dissolve and
should remain under the tongue until it - Offer naloxone rescue kit**
is completely dissolved
Sample Discharge Prescription
**Please refer to the “Naloxene Rescue Buprenorphine/naloxone 8/2 mg SL tablet or film

Kanrmoco\ available on MCN and ED Take 1 tablet/film twice daily
Guideline folders (on desktop) and .
Dispense #6

binders
No Refills




Bridge Program

E3 Portal of Entry Maintenance
MAT

Ready and willing to begin PRIMARY CARE
buprenorphine medication based
assisted treatment for opioid Buprenorphine
use disorder MAT

EMERGENCY
CARE

URGENT CARE

(e.g. Same Day
Clinic) .

Narcotic
Treatment
Program based

MAT

SPECIALTY Treatment Gap
CLINIC ,
(e.q. Trauma, Ob/Gyn, No established PMD SUD treatment

AlC, etc...) or center based
Wait time for SUD intake MAT

PRIMARY CARE Telemedicine

MAT

Inpatient

Complex Care
Hospital

(Trust Clinic)

www.chcf.org
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Kraft WK, et al. NEJM 2017,376:2341

ORIGINAL ARTICLE

Buprenorphine for the Treatment
of the Neonatal Abstinence Syndrome

Walter K. Kraft, M.D., Susan C. Adeniyi-Jones, M.D., Inna Chervoneva, Ph.D.,
Jay S. Greenspan, M.D., Diane Abatemarco, Ph.D., Karol Kaltenbach, Ph.D.,
and Michelle E. Ehrlich, M.D.

A Duration of Treatment
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Figure 2. Duration of Treatment and Length of Hospital Stay.

The duration of treatment (Panel A) and length of hospital stay (Panel B)
were shorter in the buprenorphine group than in the morphine group
(P<0.001 for both comparisons). Randomization was stratified according
to the type of intended feeding method (bottle-feeding or breast-feeding).
The box-and-whisker plots represent medians (horizontal lines) and inter-
quartile ranges (top and bottom of the boxes); the I bars represent the
maximum or minimum value or 1.5 times the interquartile range. Outliers
are indicated by circles.
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