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PERIMETER CENTER CONFERENCE CENTER
EMERGENCY EVACUATION OF BOARD AND TRAINING ROOMS
(Script to be read at the beginning of each meeting.)

PLEASE LISTEN TO THE FOLLOWING INSTRUCTIONS ABOUT EXITING THESE
PREMISES IN THE EVENT OF AN EMERGENCY.

In the event of a fire or other emergency requiring the evacuation of the building,
alarms will sound.

When the alarms sound, leave the room immediately. Follow any instructions
given by Security staff

We are currently in Board Room 3

Exit the room using one of the doors at the back of the room. (Point) Upon
exiting the room, turn RIGHT. Folliow the corridor to the emergency exit at the
end of the hall.

Upon exiting the building, proceed straight ahead through the parking lot to the
fence at the end of the lot. Wait there for further instructions.



- DRAFT UNAPPROVED --

VIRGINIA BOARD OF MEDICINE
LEGISLATIVE COMMITTEE MINUTES

Friday, May 19, 2017 Department of Health Professions Henrico, VA
CALL TO ORDER: The meeting convened at 8:31 a.m.

ROLL CALL: Mr. Heaberlin called the roll; a quorum was established.
MEMBERS PRESENT: Kevin O’'Connor, MD, Vice-President, Chair

Syed Salman Ali, MD

Wayne Reynolds, DO
Svinder Toor, MD

The Honorable Jasmine Gore

MEMBERS ABSENT Barbara Allison-Bryan, MD, President
David Giammittorio, MD

STAFF PRESENT: William L. Harp, MD, Executive Director
Jennifer Deschenes, JD, Deputy Director, Discipline
Alan Heaberlin, Deputy Director, Licensure
Barbara Matusiak, MD, Medical Review Coordinator
Colanthia Morton Opher, Operations Manager
David Brown, DC, DHP Director
Erin Barrett, JD, Assistant Attorney General

OTHERS PRESENT: W. Scott Johnson, JD, HDJN & MSV
Ralston King, MSV
Carey Cox, VATAC
Sara Heisler, VHHA

EMERGENCY EGRESS INSTRUCTIONS

Dr. O’Connor provided the emergency egress instructions.

APPROVAL OF MINUTES of January 27, 2017

Dr. Ali moved to accept the meeting minutes as presented. The motion was seconded and

carried.
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ADOPTION OF AGENDA
Dr. Toor made a motion to accept the agenda as presented.
The motion was seconded and carried unanimously.
PUBLIC COMMENT
There was no public comment.
DHP DIRECTOR’S REPORT
Dr. Brown provided a brief report. He said that, in calendar year 2016, Virginia deaths related
to opioid overdose were up 40% over calendar year 2015 and noted that there is no sign of
this problem slowing. He commended the Regulatory Advisory Panel (RAP) for their work on
the opioid regulations. He also noted that the workgroup of educators meeting next door with
Dr. Hazel should be a great help in reducing opioid overdose death through prescriber
education.

EXECUTIVE DIRECTOR’S REPORT

Dr. Harp did not have a report.

NEW BUSINESS

1. Chart of Board of Medicine Regulatory Actions

Elaine Yeatts provided a brief overview of this item. No action was required.

2. Consideration of Recommendations from the Requlatory Advisory Panel,
Supporting Documents, and Public Comment.

Dr. O'Connor began by noting that he does not want to change the regulations based on
anecdotal information.

Ms. Yeatts explained the different processes required to amend the emergency regulations
and final regulations. The full Board in June will re-adopt the emergency regulations and
move to adopt the full regulations to replace the emergency regulations upon their expiration.
She then led the Committee through the recommendations from the RAP that met May 15,
2017.

18VAC85-21-70(C). After a brief discussion Dr. Ali moved to strike the first sentence of
subsection C in the emergency regulations and to substitute the language, “Buprenorphine
mono-product in tablet form shall not be prescribed for chronic pain.” The motion was
seconded and carried unanimously.
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18VAC85-21-150(4). The Committee discussed how prescribers would be monitored to
ensure they did not exceed 5% of patients being prescribed the mono-product.  Dr. Harp,
Dr. Brown and Ms. Deschenes all noted that the Prescription Monitoring Program (PMP)
could be used to conduct prescriber audits. It was reported that Ralph Orr, PMP Director,
couid fashion a program to identify those that exceeded the established threshold.

Dr. Toor stated that he would like documentation on the patient's prescription that he/she is
allergic to naloxone. He further asked for clarification on how the RAP chose 5% of patients

as a threshold.

Dr. Harp stated that this number was agreed to by the RAP, which had believers and skeptics
regarding naloxone intolerance. He stated that a member of the RAP noted his patients that
were unable to tolerate the bi-product was around 5% of his total number of MAT patients.

Dr. Brown explained that having a clear percentage of patients in the regulations strengthens
the hand of the Board. It will allow the PMP Advisory Panel to set the threshold for
prescribers that are to be referred for investigation. A clear standard in the regulations will
serve as a concrete basis for such referrals.

Dr. Ali asked Dr. Harp if the 5% number is necessary, and if it is his general belief that it is
accurate that 5% of patients have problems with naloxone-containing product.

Dr. Harp stated that, according to the RAP, naloxone intolerance occurs in less than 5% of
the patient population and that financial hardship is greater than 5%.

Dr. O’Connor stated that it is not the Board’s purview to determine financial hardship. He
favors reducing the 5% number to 3% and to strike “financial hardship” from the suggested
revision. He further stated that a prescriber needs to have significant documentation in the
medical record supporting why the mono-product is being prescribed.

Ms. Gore noted that she believed financial hardship should be included in the regulations.
Financial hardship and the patient’s ability to pay is a significant part of seeking and obtaining
health care.

The Committee agreed that a 3% threshold would be enough to cover naloxone intolerance.
Dr Toor made a motion to revise 18VAC85-21-150(4) to read, “For patients who have a
demonstrated allergy or intolerance to naloxone, prescriptions for the mono-product shall not
exceed 3% of the total prescriptions for buprenorphine written by the prescriber. Such
exceptions must be clearly documented in the patient's medical record.”

The motion was seconded and carried unanimously.
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18VAC85-21-160(A).

Dr. Toor moved to change “shall” to “may.” The motion was seconded and carried.

The Committee then began to review suggested edits to the final regulations that arose from
the RAP's discussion.

18VAC85-21-10(2). The edit to include correctional facilities was discussed. Ms. Deschenes
reviewed the reasons for including the revised language including correctional facilities,
noting that the particular subsection dealt with acute and chronic pain, not addiction.

Dr. Ali noted that this particular population is already prone to drug-seeking behavior and
exempting correctional facilities from the regulations is counterintuitive.

Ms. Deschenes said that patients in correctional facilities are administered the medication by
a nurse who ensures that it is taken as prescribed.

Dr. Brown noted that the agency had not been contacted by any correctional facilities seeking
such an exception.

By consensus, it was determined not to include the suggested revision in the final
regulations.

18VAC85-21-30(B). A discussion was held regarding the feasibility of removing the specific
Code language from this reguiation.

Ms. Yeatts noted that striking the Code section language would require physicians to check
the PMP if even one opioid tablet was prescribed.

The Committee agreed that this would result in an undue burden for physicians.

Dr. Brown told the Committee that the General Assembly had made it a standard to check the
PMP when a prescription is written for a 7 day or greater supply of opioids.

By consensus, it was determined to leave this regulation as written.

180VAC85-21-40 & 18VAC85-21-70(5). Dr. Harp explained that the Board had gotten
questions from pharmacists who have to call physicians in order to determine if the opioid
prescriptions being written were legitimate, since allowable supplies differ for acute, surgical
and chronic pain.

Dr. O’Connor stated that this recommendation appears to open an avenue for more
complaints to the Board about physicians rather than improving patient care.
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Dr. Brown noted that this particular revision is part of the final regulations which still must go
out for another comment period. He noted that, without the proposed language, more calls
will be made to prescribers by pharmacists who want to double-check why a prescription is
being written.

Dr. Ali noted that this would be difficult to implement with physicians who write prescriptions
electronically. It would be particularly difficult to document the type of pain on prescriptions
generated in electronic medical records (EMR).

Dr. O’Connor said that this is not an issue about which people are complaining.
Dr. Toor moved not to include the revised language in the final regulations.

The motion was seconded and carried.

18VAC85-21-40(A)(C). This revision was requested because tramadol is an opioid and
having it named separately in the regulation creates ambiguity. Dr. O’Connor said that there
is no downside to feaving tramadol in the regulation as written, and by consensus it was
decided tramadol would stay.

18VAC85-21-70(A)(3) & 18VAC85-21-80(C). After a brief discussion, Dr. Toor moved to
strike “abuse” in the first regulation above and replace it with “misuse”. He moved to strike
the word “abuse” from the second regulation as well, replacing it with “misuse”. The motion
was seconded and carried.

3. _Draft Regulations for Licensure by Endorsement.

Dr. Harp reviewed the “Draft Elements for Licensure by Endorsement” with the Committee.
Items under section 1 and 2 were agreed upon by consensus with no discussion.

Regarding section 3, a discussion was held on the period of practice a physician must attest
to in order to be eligible for licensure by endorsement. Mr. Heaberlin suggested that, based
upon his review of other states’ regulations for licensure by endorsement, the Board should

require 5 years of “continuous” or “active” practice defined as an average of 20 hours/week,

or 640 hours a year.

Dr. Ali asked if residency and fellowships could be included in the 5 years of continuous or
active practice.

Mr. Heaberlin noted that licensure by endorsement is intended to expedite licensure for
physicians who have been practicing for several years and who already have a practice
history. Physicians coming out of residency or fellowship are already expedited since there is
less work history to be verified.
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On section 4, Dr. Harp explained that North Carolina and other states that have licensure by
endorsement accept the Canadian Board certifications as equivalent to the U.S. Board
certifications.

For section 5, Dr. Harp expiained the elements in a National Practitioner Data Bank report.
The report includes medical malpractice payments, medical board history, licensure history
and disciplinary actions taken by hospitals.

Dr. Ali noted the report was easy to obtain.

Dr. Harp asked if, since the NPDB report is so inclusive, would it be acceptable to the Board
if only one license verification was required to document the 5 years of continuous licensure.

The Committee agreed that only one license verification would be needed. Dr. Toor also
noted that the application should ask the applicant if he has ever resigned from a position or
is under investigation by any other Board.

Dr. Toor moved to accept the “Draft Elements for Licensure by Endorsement” as reviewed by
the Committee. The motion was seconded and carried unanimously.

ANNOUNCEMENTS

Please have your travel vouchers in by May 22",

The next Legislative Committee meeting will be September 8, 2017
ADJOURNMENT

Ali business being completed, Dr. O'Connor adjourned the meeting at 10:07 a.m.

Kevin O’'Connor, MD William L. Harp, MD
Vice-President, Chair Executive Director

Alan Heaberlin, Deputy Director, Licensing
Recording Secretary
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Agenda Item: Regulatory Actions - Chart of Regulatory Actions

Staff Note: Attached is a chart with the status of regulations for the Board

as of January 9, 2018

BT Board of Medicine

| Chapter

(18 VAC 85 - 20] ;| Reguiations Governing the Practice of Medicine,
Osteopathic Medicine, Podiatry, and Chiropractic

Action / Stage Information

Licensure by endorsement [Action
4716]

Proposed - Register Date: 1/8/18
Comment until 3/9/18
Public hearing: 2/15/18

[18 VAC 85 - 20] i Regulations Governing the Practice of Medicine,
| Osteopathic Medicine, Podiatry, and Chiropractic

:
: !
; i
! !

Supervision_and direction for laser

hair removal [Action 4860]

Proposed - AT Attorney General's
Office

i R e
118 VAC 85 - 20] | Regulations Gaverning the Practice of Medicine,
i . Osteopathic Medicine, Podiatry, and Chiropractic
i

: Buprenorphine

i U S

[18 VAC 85- 21] Regulations Governing Prescribing of Opioids and |

Renewal fee reduction [Action 4942]

Final - Register Date: 11/27/17
Effective. 12/16/17

Initial regulations [Action 4760)

Proposed - Register Date: 11/27/17
Cornment until 1/26/18

?[18 VAC 85 - 50] !Reguiations Governing the Practice of Physician
5 ' Assistants
]

Definitions of supervision and weight

-10ss rules [Action 4943]

"NOIRA - Register Date: 12/25/17
Comment until 1/24/18

[18 VAC 85 - 80] : Regulations for Licensure of Occupational
1 Therapists

NBCOT certification as option for CE

[Action 4461]

Proposed - Stage Withdrawn
6/28/2017 [Stage 7756]

i [ds VAG 85 - 80] | Regulations for Licensure of Occupational
I Therapists

title of regulation [Action 4849]

Fast-Track - Register Date. 10/30/17
Effective: 12/14/17

3 ey SN~ - — = S
i[18 VAC 85 - 130] : Regulations Governing the Practice of Licensed
 Midwives

\'

Practical experience under
i supervision [Action 4944]

Fast-Track - At Governor's Qffice for
i 13 days

Elimination of CE form and change in_




Agenda Item: Review of Comments/Discussion of proposed regulations
for opioid prescribing

Staff note:

The comment period on the proposed regulations for prescribing of opioids and
buprenorphine ends on January 26, 2018. At the February board meeting, final
regulations need to be adopted. The Legislative Committee is asked to review the
comments to date and to consider what, if any, amendments should be suggested to
the full board.

Enclosed are:
e A copy of proposed regulations
¢ Copy of comments
¢ Copy of CDC Guidelines

Committee Action:

No action is required; the comment period remains open
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Proposed Text

Action: Initial regulations

Stage: Proposed (11714117 3.42 PM [latest] V]

18VACS85-21
CHAPTER 21

REGULATIONS GOVERNING PRESCRIBING OF OPIQOIDS AND
BUPRENORPHINE

18VAC8E5-21-10
Part |
General Provisions

18VACB5-21-10. Applicability .

A. This chapter shall apply to doctors of medicine, ostecpathic medicine, and
podiatry and to physician assistants.

B. This chapter shall not apply to:

1. The treatment of acute or chronic pain related to (i) cancer, (ii) a patient in
hospice care, or {iii) a patient in palliative care;

2. The treatment of agute or chronic pain during an inpatient hospital admission or
in @ nursing home or an assisted living facility that uses a sole source pharmacy:
or

3. A patient enrolled in a clinicai trial as authorized by state or federal law.

18VAC85-21-20
18VAC85-21-20. Definitions.

The foilowing words and terms when used in this chapter shall have the following
meanings unless the context clearly indicates otherwise:

"Acute pain” means pain that occurs within the normal course of a disease or

condition or as the result of surgery for which controlled substances may be

prescribed for no more than three months.

"Board" means the Virginia Board of Medicine.

"Chronic pain" means_nonmalignant pain that goes bevond the normal course of a
disease or condition for which controlled substances may be prescribed for a
pericd greater than three months.

"Controlled substance” means drugs listed in The Drug Control Act (§ 54.1-3400 et
seq. of the Code of Virginia) in Schedules Il through V.

"FDA" means the U.S. Food and Drug Administration.

"MME" means morphine milligram equivalent.

"Prescription Monitoring Program” means the electronic system within the
Department of Health Professions that monitors the dispensing of certain

http://townhall. virginia.gov/L/ViewXML..cfm?textid=12132 11/16/2017
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controlled substances.

"SAMHSA" means the federat Substance Abuse and Mental Health Services
Administration.

18VACSE5-21-30
Part Il
Management of Acute Pain

18VACS85-21-30. Evaluation of the acute pain patient.

A. Nonpharmacologic and non-opioid treatment for pain shall be given

consideration prior to treatment with opioids. If an opioid is considered necessary

for the treatment of acute pain, the practitioner shall give a short-acting opioid in
the lowest effective dose for the fewest possible days.

B. Prior to initiating treatment with a controlled substance containing an opioid for
a complaint of acute pain, the prescriber shall perform a history and physical
examination appropriate to the complaint, guery the Prescription Monitoring
Program as set forth in § 54.1-2522.1 of the Code of Virginia, and conduct an
assessment of the patient's history and risk of substance misuse.

18VAC85-21-40
18VACB85-2140. Treatment of acute pain with opioids.

A. Initiation of opioid treatment for patients with acute pain shall be with short-
acting opioids.

1. A prescriber providing treatment for acute pain shall not prescribe a controlled
substance containing an opicid in a_guantity that exceeds a seven-day supply as
determined by the manufacturer's directions for use, unless extenuating
circumstances are clearly documented in the medical record. This shall also apply
to prescriptions of a controlled substance containing an opioid upon discharge
from an emergency department.

2. An opioid prescribed as part of treatment for a surgical procedure shall be for no
more than 14 consecutive days in accordance with manufacturer's direction and

within the immediate perioperative period, unless extenuating circumstances are
clearly documented in the medical record.

B. Initiation of opioid treatment for all patients shall include the following:
1. The practitioner shall carefully consider and document in the medical record the
reasons to exceed 50 MME/day.

2. Prior to exceeding 120 MME/day, the practitioner shall document in the medical
record the reasonable justification for such doses or refer to or consult with a pain

management specialist.
3. Naloxone shall be prescribed for any patient when risk factors of prior overdose.

substance misuse, doses in excess of 120 MME/day, or concomitant
benzodiazepine are present.

C. Due to a higher risk of fatal overdose when opioids are prescribed with
benzodiazepines, sedative hypnotics, carisoprodol, and tramadol, the prescriber
shall only co-prescribe these substances when there are extenuating
circumstances and shall document in the medical record a tapering plan to
achieve the lowest possgible effective doses if these medications are prescribed.

D. Buprenorphine is not indicated for acute pain in the outpatient setting, except

when a prescriber who has obtained a SAMHSA waiver is treating pain in a patient
whose primary diagnosis is the disease of addiction.

18VAC85-21-50

http://townhall.virginia.gov/L/ViewXML.cfm?textid=12132
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18VACB5-21-50. Medical records for acute pain.

The medical record shall include a description of the pain, a presumptive diagnosis

for the origin of the pain, an examination appropriate to the complaint, a treatment
plan, and the medication prescribed or administered to include the date, type,
dosage, and quantity prescribed or administered.

18VAC85-21-60
Part (!
Management of Chronic Pain

18VACB85-21-60. Evaluation of the chronic pain patient.

A. Prior to initiating management of chronic pain with a controlled substance
containing an opioid, a medical history and physical examination. to include a
mentai status examination, shall be performed and documented in the medical
record, including:

1. The nature and intensity of the pain;

2. Current and past treatments for pain;

3. Underlying or coexisting diseases or conditions:

4. The effect of the pain_on physical and psychological function, quality of life, and
activities of daily living:

5. Psychiatric, addiciion, and substance misuse history of the patient and any
family history of addiction or substance misuse;

6. A urine drug screen or serum medication level:

7. A query of the Prescription Monitoring Program as set forth in § 54.1-2522.1 of
the Code of Virginia;

8. An assessment of the patient's history and risk of substance misuse; and

9. A request for prior applicable records.

B. Prior to initiating opioid treatment for chronic pain. the practitioner shall discuss
with the patient the known risks and benefits of opioid therapy and the
responsibilities of the patient during treatment to include securely storing the drug
and properly disposing of any unwanted or unused drugs. The practitioner shall
also discuss with the patient an exit strateqy for the discontinuation of opioids in
the event they are not effective.

18VAC85-21-70
18VACB85-21-70. Treatment of chronic pain with opioids.

A. Nonpharmacologic and non-opioid treatment for pain shall be given
consideration prior to treatment with opioids.

B. In initiating and treating with an opioid, the practitioner shall:

1. Carefully consider and document in the medical record the reasons to exceed

50 MME/day;

2. Prior to exceeding 120 MME/day, the practitioner shall document in the medical
record the reasonable justification for such doses or refer to or consult with a pain

management specialist;

3. Prescribe naloxone for any patient when risk factors of prior overdose,

substance misuse, doses in excess of 120 MME/day, or concomitant

benzodiazepine are present; and

4. Document the rationale to continue opioid therapy every three months.

http://townhall.virginia.gov/L/ViewXML.cfm2textid=12132
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€. Buprenorphine mono-product in tablet form shall not be prescribed for chronic
pain.

D. Due to a_higher risk of fatal overdose when opioids, including buprenorphine,
are given with other opioids, benzodiazepines, sedative hypnotics, carisoprodol,
and tramadol, the prescriber shall only co-prescribe these substances when there
are extenuating circumstances and shall document in the medical record a

tapering plan to achieve the lowest possible effective doses of these medications if
prescribed.

E. The practitioner (i) shall requiarly evaluate the patient for opioid use disorder
and (ii} shall initiate specific treatment for opioid use disorder, consult with an

appropriate health care provider, or refer the patient for evaluation and treatment if

indicated.

18VAC85-21-80
18VACS85-21-80. Treatment plan for chronic pain.

A. The medical record shall include a treatment plan that states measures to be

used to determine progress in treatment, including pain relief and improved
physical and psychosocial function, quality of life, and daily activities.

B. The treatment plan shall include further diagnostic evaluations and other
treatment modalities or rehabilitation that may be necessary depending on the
eticlogy of the pain and the extent to which the pain is associated with physical
and psychosocial impairment.

C. The prescriber shall document in the medical record the presence or absence

of any indicators for medication misuse or diversion and shail take appropriate
action.

18VAC85-21-90
18VACE5-21-90. Informed consent and agreement for treatment for chronic pain.

A. The practitioner shall document in the medical record informed consent, to

include risks, benefits, and alternative approaches, prior to the initiation of opicids

for chronic pain.

B. There shall be a written treatment agreement signed by the patient in the
medical record that addresses the parameters of treatment, including those
behaviors that will result in referral to a higher level of care, cessation of treatment,
or dismissal from care.

C. The treatment agreement shall include notice that the practitioner will query and
receive reports from the Prescription Monitoring Program and permission for the

practitioner to:
1. Obtain urine drug screens or serum medication levels when requested: and

2. Consult with other prescribers or dispensing pharmacists for the patient.

D. Expected outcomes shall be documented in the medical record including

improvement in pain relief and function or simply in pain relief. Limitations and side
effects of chronic opioid therapy shall be documented in the medical record.

18VAC85-21-100
18VAC85-21-100. Opioid therapy for chronic pain.

A. The practitioner shail review the course of pain treatment and any new
information about the etiology of the pain and the patient's state of health at least
every three months.

B. Continuation of treatment with opioids shall be supported by documentation of

continued benefit from such prescribing. !f the patient's progress is unsatisfactory,

http://townhall.virginia.gov/L/ViewXML.cfm?textid=12132
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the practitioner shall agsess the appropriateness of continued use of the current

treatment plan and consider the use of other therapeutic modalities.

C. The practitioner shall check the Prescription Monitoring Program at least every
three months after the initiation of treatment.

D. The practitioner shall order and review a urine drug screen or serum medication
levels at the initiation of chronic pain management and at least every three months
for the first year of treatment and at least every six months thereafter.

E. The practitioner (i) shall reqularly evaluate the patient for opioid use disorder
and (i} shall initiate specific treatment for opicid use disorder, consult with an
appropriate health care provider, or refer the patient for evaluation for treatment if
indicated.

18VACE5-21-110
18VACE5-21-110. Additional consultations.

A. When necessary to achieve treatment goals, the prescriber shall refer the
patient for additionai evaiuation and treatment.

B. When a prescriber makes the diagnosis of opioid use disorder, treatment for

opioid use disorder shali be initiated or the patient shall be referred for evaluation
and treatment.

18VAC85-21-120
18VACB5-21-120. Medical records for chronic pain.

The prescriber shall keep current, accurate, and complete records in an accessible

manner readily available for review to include:

1. The medical history and physical examination:

2. Past medical history:

3. Applicable records from prior treatment providers or any documentation of
attempts to obtain those records:

4. Diagnostic, therapeutic, and laboratory results;

5. Evaluations and consultations:

6. Treatment goals;

7. Discussion of risks and benefits:

8. informed consent and agreement for treatment:

9. Treatments;
10. Medications (including date, type, dosage, and quantity prescribed and refills):

11. Patient instructions; and

12. Periodic reviews.

18VAC8E5-21-130
Part IV
Prescribing of Buprenorphine for Addiction Treatment

18VACBS5-21-130. General provisions pertaining to prescribing of buprenorphine
for addiction treatment.

A. Practitioners engaged in office-based opioid addiction treatment with

buprencrphine shall have obtained a SAMHSA waiver and the appropriate U.S,
Drug Enforcement Administration registration.

http://townhall.virginia.gov/L/ViewXMIL..cfm?textid=12132
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B. Practitioners shall abide by all federal and state laws and requlations governing
the prescribing of buprenorphine for the treatment of opioid use disorder.

C. Physician assistants and nurse practitioners who have cbtained a SAMHSA
waiver shall only prescribe buprenorphine for opioid addiction pursuant to a
practice agreement with a waivered doctor of medicine or doctor of osteopathic
medicine,

D. Practitioners engaged in medication-assisted treatment shall either provide

counseling_in their practice or refer the patient to a mental health service provider,
as defined in § 54.1-2400.1 of the Code of Virginia, who has the education and

experience to provide substance misuse counseling. The practitioner shall

document provision of counseling or referral in the medical record.

18VACS5-21-140
18VACE5-21-140. Patient assessment and treatment planning for addiction

treatment.

A. A practitioner shali perform and document an assessment that includes a
comprehensive medical and psychiatric history, substance misuse history, family

history and psychosocial supports, appropriate physical examination, urine drug

screen, pregnancy test for women of childbearing age and ability. a check of the

Prescription Monitoring Program, and, when clinically indicated, infectious disease
testing for human immunodeficiency virus, hepatitis B, hepatitis C, and

tuberculosis.

B. The treatment plan shall include the practitioner's rationale for selecting

medication-assisted treatment, patient education, written informed consent, how
counseling will be accomplished, and a signed treatment agreement that outlines
the responsibilities of the patient and the prescriber.

18VACB85-21-150
18VACB85-21-150. Treatment with buprenocrphine for addiction.

A. Buprenorphine without naloxone (buprenorphine mono-product) shall not be

prescribed except:
1. When a patient is pregnant;

2. When converting a patient from methadone or buprenorphine mono-product to
buprenorphine containing naloxone for a period not 1o exceed seven davs:

3. In formulations other than tablet form for indications approved by the FDA: or

4. For patients who have a demonstrated intolerance to naloxone; such
prescriptions for the mono-product shall not exceed 3.0% of the total prescriptions

for buprenorphine written by the prescriber, and the exception shall be clearly
documented in the patient's medical record.

B. Buprenorphine meno-product tablets may be administered directly to patients in

federally licensed opioid treatment programs. With the exception of those
conditions listed in subsection A of this section, only the buprenorphine product

containing naloxone shail be prescribed or dispensed for use off site from the

program.

C. The evidence for the decision to use buprenorphine mono-product shall be fully
documented in the medical record.

D. Due to a higher risk of fatal overdose when buprenorphineg is prescribed with
other opioids, benzodiazepines, sedative hypnotics, carisoprodoi, and tramadol,
the prescriber shall only co-prescribe these substances when there are

extenuating circumstances and shall document in the medical record a tapering

pian to achieve the lowest possible effective doses if these medications are

http://townhall.virginia.gov/L/ViewXML.cfm?textid=12132
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prescribed.

E. Prior to starting medication-assisted treatment, the practitioner shall perform a
check of the Prescription Monitering Program.

F. During the induction phase, except for medically indicated circumstances as
documented in the medical record, patients should be started on no more than
eight milligrams of buprenorphine per day. The patient shall be seen by the
prescriber at least once a week.

G. During the stabilization phase, the prescriber shall increase the daily dosage of

buprenorphine in safe and effective increments to achieve the lowest dose that

avoids intoxication, withdrawal, or significant drug craving.

H. Practitioners shall take steps to reduce the chances of buprenorphine diversion
by using the lowest effective dose, appropriate frequency of office visits, pill
counts, and checks of the Prescription Monitoring Program. The practitioner shall
also require urine drug screens or serum medication levels at least every three
months for the first year of treatment and at least every six months thereafter.

I. Documentation of the rationale for prescribed doses exceeding 16 milligrams of

buprenorphine per day shall be placed in the medical record. Dosages exceeding

24 milligrams of buprenorphine per day shall not be prescribed.

J. The practitioner shall incorporate relapse prevention strategies into counseling
or assure that they are addressed by a mental health service provider, as defined
in § 54.1-2400.1 of the Code of Virginia, who has the education and experience to

provide substance misuse counseling.

18VAC85-21-160
18VACE5-21-160. Special populations in addiction treatment.

A. Pregnant women may be treated with the buprenorphine mono-product, usually

16 milligrams per day or less.

B. Patients younger than the age of 16 years shall not be prescribed
buprenorphine for addiction treatment unless such treatment is approved by the
FDA.

C. The progress of patients with chronic pain shall be assessed by reduction of
pain and functional objectives that can be identified, quantified, and independently
verified.

D. Practitioners shall (i) evaluate patients with medical comorbidities by history,
physical exam, appropriate laboratory studies and (i) be aware of interactions of
buprenorphine with other prescribed medications.

E. Practitioners shall not undertake buprenorphine treatment with a patient who

has psychiatric comorbidities and is not stable. A patient who is determined by the
prescriber to be psychiatrically unstable shall be referred for psychiatric evaluation

and treatment prior to initiating medication-assisted treatment.

18VACSB85-21-170
18VAC85-21-170. Medical records for opioid addiction treatment.

A. Records shall be timely, accurate, legible, complete, and readily accessible for

review.

B. The treatment agreement and informed consent shall be maintained in the
medical record.

C. Confidentiality requirements of 42 CFR Part 2 shall be followed.
D. Compliance with 18VVAC85-20-27, which prohibits willful or negligent breach of

http://townhall.virginia.gov/L/ViewXML.cfm?textid=12132
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confidentiality or unauthorized disclosure of confidential Prescription Monitoring
Program information, shall be maintained.

http://townhall virginia.gov/L/ViewXML.cfm?textid=12132 11/16/2017



STATEWIDE SICKLE CELL CHAPTERS OF VIRGINIA, INC.
POST OFFICE BOX 25205
RICHMOND, VIRGINIA 23260

sicklecell. virginia@yahoo.com

804-321-3350

Date: October 18, 2017

To: Members of the Boards of Medicine and the Medical Community
Elected and Government Officials
Federal and State Agencies
Sickle Cell Disease Association of America
Various Sickle Cell Organizations Nationwide

From: George Harris Carter, Administrator
Subject: Adverse Effects of the New Opioid Guidelines on Sickle Cell Patients

Sickle Cell Disease is an inherited blood disorder where normal soft round shaped red blood cells
change to a hard sticky sickle or quarter-moon shape. This disease is produced when the sickle
cell gene is transmitted by both parents to a child. Sickled shaped cells cannot squeeze through
small blood vessels so they often jam up, blocking the flow of blood and oxygen to body parts
and causing extreme pain. A pain crisis can last for days or even weeks and may occur several
times a year. Lack of oxygen flow can also damage muscles, bones and internal organs and lead
to strokes and other serious medical problems. There is no universal cure.

THE PAINFUL EPISODE OR SICKLE CELL CRISIS is the most common symptom suffered
by those born with a Sickle Cell Disease. The patient experiences severe pain in chest, abdomen,
back, arms, legs or hips. Three times in my life I prayed to GOD to let me die because I could
not stand the pain any longer. Some patients live in pain on a daily basis. Pain undermines a
person's physical, mental, and emotional well-being.

Statewide Sickle Cell Chapters of Virginia, Inc. (SSCCV), also known as Sickle Cell Chapters of
Virginia or Statewide, a non-profit 501(c)(3) tax-exempt community-based organization, has a
network of nine (9) community-based sickle cell disease organizations (chapters) that provide a
variety of services across the Commonwealth. The chapters are located in Danville,
Fredericksburg, Hampton, Lynchburg, Norfolk, Richmond, Rocky Mount, South Boston and
Northern Virginia. Most of the chapters in this network have operated since 1972.

I am George Harris Carter and I'm 71 years old with Sickle Cell Discase. I serve as the
Administrator (unpaid Executive Director) of Statewide Sickle Celi Chapters of Virginia. I want
to voice concern about the potential negative effects the new CDC Opioid Guidelines are and
will have on me and some or many of the approximately 4,000 sickle cell patients around the
State of Virginia and almost 96,000 in other parts of the United States.



While illegal and excessive opioid use has increased overail, and someihing does need to be
done about it, there is no evidence that this is true with patients who suffer with Sickle Cell
Disease. Also, there is no evidence that doctors treating these patients are over prescribing

opioids.

The new CDC Guidelines on Dose Limitation states the following:

“When opioids are started, clinicians should prescribe the lowest effective dosage. Clinicians
should use caution when prescribing opioids at any dosage, should carefully reassess evidence of
individual benefits and risks when increasing dosage to >50 morphine milligram equivalents
(MME)/day, and should avoid increasing dosage to 290 MME/day or carefully justify a decision
to titrate dosage to >90 MME/day. ” (recommendation category: A, evidence type: 3)

The guidelines were meant to SUGGEST levels of MME above which prescribing MAY be
unsafe. But some doctors may have taken the suggested MME levels as ABSOLUTES.
Prescribing above 50 to 90 or more MME/day is now more likely to be viewed as deviating from
or out of the standard-of-care. In some cases it may even be viewed as CRIMINAL.

At the end of the first paragraph on page 4 of the CDC Opioid Guidelines is the following
statement:

“In addition, given the challenges of managing the painful complications of sickle cell disease,
readers are referred to the NIH National Heart, Lung, and Blood Institute's Evidence Based
Management of Sickle Cell Disease Expert Panel Report for management of sickle cell disease

(46).”

The referenced document has 41 pages. Chapter 3 - Managing Acute Complications of Sickle
Cell Disease (pages 14 through 17) and Chapter 4 - Managing Chronic Complications of Sickle
Cell Disease (pages 27 and 28) discuss pain and opioids. These sections are not entitled “Pain
Management” or so listed in the table of contents, so many doctors will not look further into the
document, if they refer to it at all. The problem is the CDC guidelines discuss specific numeric
doses while the NIH Report does not. The NIH Report is more of a discussion and outline of
care with NO mention of minimal, average or high dosages. Numbers have a very specific
meaning whereas words are open to discussion and interpretation.

With the introduction of the CDC dosage guidelines, a knowledgeable sickle cell doctor may be
afraid to give opioids to sickle cell patients or may fear exceeding 50 MME/day because they are
afraid of losing their medical license. But to the ones with little knowledge of sickle cell and/or
those who view us as drug seekers, the new guidelines will give them more reason or justification to
undertreat us or not give us any opicids. We may be facing a backlash because of the opioid

crisis.

It took a long time to get many physicians to a point that they were willing to give higher doses
and/or long-acting opioids to sickle cell patients. Unfortunately, the new opioid guidelines are
undoing much of the work we previously accomplished. The guidelines have had an impact on
some physicians’ attitudes about prescribing opioids for pain and as a result, unintended
negative consequences are being faced by those who suffer from Sickle Cell Disease.




Please allow me to use some personal information to give you an idea about the problem.

Some years ago, 1 had a very bad pain crisis and went to the emergency room at a Richmond
hospital. Ihave written hospital treatment instructions signed by my doctor stating that I should
receive up to 10 mgs of Morphine two to three hours apart for a Sickle Cell Pain Crisis. I had my
Sickle Cell Data Sheet with the instructions on it in my wallet and presented it. I asked for 10
mgs of Morphine. Let us just say the ER doctor did not feel the necd to follow the treatment plan
listed and signed by my doctor. He would only give me 4 mgs. Isuffered. I managed to call my
doctor who called the hospital. Later on I was given more Morphine but still not what I needed.

Ten mgs of Morphine every two to three hours is the equivalent of 80 to 120 MME/day. Based on
the CDC Dosing Guidelines, this would mean that after 10 to 15 hours I may not receive any more
opioids or I would only receive 10 mgs every 5 hours or 8 mgs every 3 hours or some other version
of use. Many patients require a higher dose of opioids. One patient I know required 15 mgs every 2
hours during his hospitalization. This is the equivalent of 180 MME/day. If we need this much

opioids in the future, will we receive it?

During a hospital stay in January of 2017, my crisis was rough but 1 did not need 10 mgs of
Morphine two to three hours apart. However, I did need a larger dose of opioids at the beginning
then I received. After leaving the hospital, I calculated how much Morphine I was prescribed per
day. The figure came to a total of 48 MME/day, 2 MME/day below the CDC guidelines. Was I
given 48 MME/day as a deliberate action to stay below the CDC guidelines?

I visited my doctor in May of 2016 for my quarterly appointment and asked for a new
prescription for 60 tablets of Demerol for home use. He wrote the prescription, but informed me
that after July 1% he might only be able to write a prescription for 14 tablets every 3 months. He
also said he was considering not writing prescriptions for opioids at all.

I visited my doctor in May of 2017 for my quarterly appointment and asked for a new
prescription for 60 tablets of Demerol for home use because I was leaving within a few days on
vacation, Further, the previous prescription was used in part, but the remaining pills would
expire and no longer be effective by the end of the month. My primary care doctor of thirty
years informed me that he would not write me a prescription and no longer writes anyone a

prescription for opioids.

My doctor did refer me to a doctor that visited me in the hospital in January. She is a
hematologist working with a cancer institute who also sees sickle cell patients. Her office
required me to agree not to get opioids from any other doctor and I had to agree to be drug tested

at any time, but did give me a prescription.

One of my other doctors has told me that he stopped writing prescriptions for opioids. My wife’s
doctor is limiting writing opioid prescriptions and the doctor for a friend’s family member has
stopped writing prescriptions for opioids. I am sure that these are only a few of many instances
where doctors have stopped writing prescriptions for opioids. Where are sickle cell patients

going to go?



The new CC Guidelines on Long-Acting Opioids states the following:
“When starting opioid therapy for chronic pain, clinicians should prescribe immediate-release

opioids instead of extended-release/long-acting (ER/LA) opioids.” (recommendation category:
A, evidence type: 4)

The PiSCES Study results in the Annals of Internal Medicine January 2008, suggests the pain
pattern in persons with Sickle Cell Disease is normally daily. They are in chronic pain. On

a pain scale of 1 to 10, their pain intensity is from 4 and 5 to 9 as a common occurrence. To
deny all Sickle Cell Disease patients long-acting opioids would result in them being in

the hospital more often for pain relief at a greater cost to the taxpayers because of a lack of
insurance by many. At the very least they will be less functional and/or out of work more often.

Using opioids in Sickle Cell patients is generally safe. The CDC’s own data shows that opioid
deaths in Sickle Cell Disease are not increasing, and are rare. [Ruta NS, Ballas SK. The Opioid
Drug Epidemic and Sickle Cell Disease: Guilt by Association. Pain Med. 2016 Oct;17(10):1793-

1798.].

News Article
http://www.dallasweekly.com/health/article_786129b4-7918-11e7-899b-ef54de21cbf7 html

On July 19, 2017, the Dallas Weekly published an article entitled “War on Opioids Hurts Sickle
Cell Disease Patients” and subtitled “Sickle Cell Disease Sufferers Trapped in Fight Against
Opioid Scourge”. The article states “so many of those suffering from sickle cell anemia are
prescribed a variety of powerful pain killer derivatives.” According to Judy Anderson, the
Executive Director of Sickle Cell Association, Inc. based in Norfolk, VA, “a growing number of
people who are suffering from sickle cell anemia may be severely impacted by the government’s
effort to curb opioid addiction.”

Ms. Anderson was quoted as saying “One lady who called the otfice Monday, July 10th, told me
she took her last pain pill the previous Friday,” said Anderson. “Her doctor is reviewing her case
and has not written her a new prescription.” Anderson continued: “Unable to get her pain meds,
I am sure she will end up in a hospital, because she went to the emergency room to have her pain

treated.”’

“Anderson said that in April 2016, in the wake of the growing opioid addiction and related
deaths due to overdoses, hospital emergency departments in Virginia received guidelines aimed
at curbing opioid misuse and addictions.”

“For the first time, the regulations apply specific guidelines to Virginia providers, dictating how
many opioids can be prescribed depending on the situation and stipulating that other pain
treatments should be considered before opioids are prescribed."

Other Information
It should be noted that only one hospital in our state (in Richmond) provides clinical care for

adult patients. Based on over 40 years of working with the patient community, Judy Anderson of
our Norfolk chapter has seen “those who use the emergency department as their adult source of



care and are at the mercy of just getting medications as a hit or miss attempt to relieve pain.”
She also states “the doctors here were sending patients to a Physical Therapist as their alternative
to saying they were referring the patients for Pain Management.”

CVS Announcement
It has been announced that CVS Pharmacies will only fill opioid prescriptions tor 7 days. Will

other pharmacies follow CVS’s lead? If a doctor writes a prescription for opioids for 14 days,
does this mean that a pharmacy will fill the order for 7 days and then fill the remainder the
following week? Or will the patient have to get a new prescription? If a new prescription is
needed, will the patient have to make a new doctor appointment? If so, this would be an

additional cost to the patient and/or insurance company.

CIGNA Announcement
Starting in 2018, the health insurer Cigna Insurance Company, will no longer cover OxyContin,

the branded version of the painkiller oxycodone. Cigna will still cover oxycodone alternatives to
OxyContin. Will other insurance companies follow Cigna’s lead? What effect will this have on

the patient population?
What is going to happen to us? How much will I and others have to suffer?

It is my understanding that an exception or some allowance has been made in some guidelines
for persons with cancer. What I feel is needed is an amendment to the CDC guidelines or
ANY other guidelines to state that “the dosing limits in the guidelines and restrictions on
the use of long-acting opioids should NOT be applied to patients with Sickle Cell Disease”
and have the amendment distributed to medical boards, hospitals and doctors.

Please help us. Do not let us suffer from the backlash and unintended negative consequences
of the opioid crisis.

Thank you for your consideration in this matter.



Due to an unavoidable conflict, | cannot attend the December 1 public meeting.
Therefore, | am submitting comments for your consideration. | am a 79 year old
male who suffers from osteoarthritis in one knee for which | take tramadol in
addition to daily use of a compounded cintment, and monthly acupuncture
treatments. The current treatment approach has proven an effective alternative

to surgery.

[ have studied data and statistics from the State and the Governor’s Task Force on
Opioids and do not understand how those statistics can justify the regulation that
has been put into effect and is being considered for finalization.

According to a presentation by the Task Force, opioid prescription overdoses
peaked in 2012 and dropped each year afterward. Between 2012 and 2016 the
reduction was 18%. That clearly shows that education works. The data also
confirm that the increase in opioid deaths is mainly due to iliegal drug use,
namely cocaine, heroin, and fentanyl. According to the Virginia Department of
Health’s fourth-quarter report for 2016, of the 1,420 drug-related deaths, 618
were fentanyl-related.

Robert DuPont (the first director of the National Institute of Drug Abuse) and
William Bennett (the nation’s first drug czar) have written, “70 percent of our
nation’s opioid deaths do not come via prescription abuse. ... The main problem
today, and the growth for tomorrow, is illegal opioids such as heroin, illegal
fentanyl, and a hundred other synthetics, not legal drugs used illegally or in ways
not as prescribed.” In 2015, there were 33,000 opioid overdose deaths with
heroin deaths constituting almost 13,000 and synthetic opioids (mostly illegal
fentanyl) another 9,600 deaths.

| recognize that for some the opioid problem starts with prescription narcotics
that lead to addiction and then a search for cheaper opioids on the black market.
However, that does not justify treating all prescribed opioids the same, given the
documented progress made since 2012 and the potential of the prescription
management system data base.

The risk of addiction from a class 4 opioid like tramadol is small but the impact of
forcing patients to make quarterly doctor visits along with periodic urine tests is



not. Arthritis is mainly a disease of the elderly and the burden imposed on them
is costly and unreasonable. According to the Kaiser Foundation, 50% of Medicare
recipients had annual incomes of $24,150 in 2014. That means that the
regulatory requirement for periodic doctor visits along with the urine tests is a
regressive tax on those who can least afford it. | have been told that some
patients have already decided to seek alternatives to tramadol and compliance.
That is not encouraging from either a medical or potential abuse perspective.

| urge you not to treat all classes of opicids the same and to place greater reliance
on the existing prescription management system to track potential over-
prescribing. Most doctors want to do the right thing and will use the increased
awareness to tailor prescriptions and monitoring to patient specifics. It should be
self-evident that since all opioids do not carry the same risk of abuse and
addiction that the stringency of requirements should be risk-related.

William O’Keefe

5450 Brickshire Drive
Providence Forge Va. 23140
804-966-7370
billo38@icloud.com



Yeatts, Elaine J. (DHP)

From: David Falkenstein <falkyl@cox.net>

Sent: Saturday, November 18, 2017 2:30 PM

To: Yeatts, Elaine J. (DHP)

Subject: Regulations Governing Prescribing of Opioids and Buprenorphine [18 VAC 85 - 21]

250 West Main Street, Suite 100
Charlottesville, VA 22902
434/977-3716 » Fax 434/979-2439

WwWw.vapa.org * vapa@vapa.org

PHYSICIAN  ASSISTANTS

Elaine,
The Virginia Academy of Physician Assistants(AAPA) is supportive of the proposed regulatory

changes Governing Prescribing of Opioids and Buprenorphine [18 VAC 85 - 21]. We appreciate the
given ability for comment.

David Falkenstein PA-C
Chair Government Affairs Committee
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Commenter: Melissa Messick 11/29/17 8:34 pm

Urinalysis Costs

I have a problem not with this law but with the cost to me and my insurance company, that | will
explain in hopes of finding a solution. A brief Background:

I'm a 62 year old female | have documented cases of Arthritis, Sjogrens Syndrome, | also have
had a pelvic sling which went very badly. These left me immobile due to swelling and pain, this
was for the best part of two years. | was self-medicating with a lot Excedrin to be able to perform
the smallest of daily living. My doctor that did the pelvic sling told me there was nothing else he
could do for me. Two years ago my blood count bottomed out and ! was hospitalized with only
4000 platelets which was life threatening.

Since that time several wonderful doctors have given me my life back. The medications and the
doses were all frial and error to get to this point. I'm building myself back up and enjoying doing
things with my children and grandchildren again. { am able to hold down my job now with the
Virginia Employment Commission (pay band three.)

This new law that is in affect that states that | have to take a drug test every so often. | do not mind
doing this. | took time off from my job and paid for an office visit that | didn’t need. My doctor did
the test and it was sent to Labcorp. The test came back as expected. Then | get a bill for the test at
the cost of $221.00 for my part of the test and the insurance had to pay the remainder of the
$425.00. | will still need to purchase the Medication. This something that | cannot afford and |
certainly hate to go into debt for. | only take one Tramadol or two a day along with the other
medications not on your list.

| hope you can see the issue | take with this Law. There are others | feel sure that are on a fixed
income for example the elderly, terminally ill, cancer patients etc. that this will impact greatly. Again
the elderly and the lower income population will not be able to received proper care.

t would be happy to speak to someone further.
Metissa Messick
lion6255@aol.com

http://townhall. virginia.gov/L/ViewComments.cfm?stageid=7981 1/9/2018
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Commenter: Debbie Peters 11/30/17 8:46 am .

Urinalysis

I'am in agreement with Ms. Keswick regarding the need for lab charges for urine testing each time
a needed prescription has to be refilled. Who can afford this? | am State employee with insurance
and wpykd struggle to make these payments monthly in addition to the cost of the medications. |
cannot imagine how a lot of people without insurance or low paying jobs could manage. | think
someone needs fo reconsider this issue.

Commenter: Sharon Fassold 11/30/17 1.46 pm

Testing

While | agree with the spirit of the law, please reduce the cost of testing.

Commenter: Susan melton 11/30/17 7:08 pm

High cost of testing

| feel that this charge is astronomical to those of already struggling to pay for overpriced meds. It is
unfair to legitimate people who need these meds.

Commenter: Brenda Crouch 12/3/17 6:16 pm

Testing Cost

For the average person this testing would be extremely high and time consuming.

http://townhall.virginia.gov/L./ViewComments.cfm?stageid=798 |

1/9/2018



Hare, William L. (DHP)

From: Harp, William L. (DHP)

Sent; Wednesday, December 27, 2017 2:52 PM

To: WH BALLARD

Cc: Yeatts, Elaine J. (DHP)

Subject: RE: Comment for proposed regulations regarding "Opioid Crisis"

Dear Mr. and Ms. Ballard:
Thank you for your comments.

I am not sure if you have read the proposed regulations, so | am attaching the text from Regulatory Town
Hall. http://townhall.virginia.gov/L/ViewXML.cfm?textid=12132

The intent of the regulations, initially effective on March 15, 2017 and revised August 24, 2017, is to ensure that
physicians/prescribers are more thoughtful in their assessment and treatment of acute and chronic pain, thereby
enhancing patient safety. The Board is aware that some physicians are telling their patients that they must reduce the
amount of opioid they are taking. The Board is also aware that a physician may tell a patient that he/she will no longer
write opioids for chronic pain and that they must seek care from a pain management specialist. The Board was aware
that some physicians took these stances after they received a memo about the Centers for Disease Control Guidelines in
May 2016, which preceded the Board's development of regulations for Virginia licensees.

If you carefuily read the regulations, they do not instruct a prescriber to reduce the amount of medication that has been
effective and safe. The prescriber is authorized to use his/her discretion with the dosages written; there must be clear
documentation of the rationale for higher doses that 120 Morphine Milligram Equivalents a day. Also, the prescriber is
to ensure patient safety by writing a prescription for naloxone, the rescue drug for opioid overdose.

I am not sure of the coming restriction to which you refer. The regulations have been in effect for a little over 9 months,
The Bloomberg article has a statement from Dr. Ajay Manhapra, who was at 2 or more of the meetings the Board of
Medicine had on these regulations. He has communicated with me since regarding a paper he co-authored on the

difficulty of tapering long-term pain patients from their opioids. Again, the regulations give the prescriber discretion on
how to adjust the medicines for a chronic pain patient.

I will make sure that your comments are reviewed by the Board of Medicine as it goes through the process of developing
final regulations.

I'hope this is helpfu! to you.
With kindest regards,
William L. Harp, MD

Executive Director
Virginia Board of Medicine

From: WH BALLARD [mailto:whballardlZlO@comcast.net]
Sent: Tuesday, December 26, 2017 9:00 PM



To: Harp, William L. (DHP) <William.Harp@DHP.VIRGINIA.GOV>
Subject: Comment for proposed regulations regarding "Opioid Crisis"

Dear Dr. Harp,

My wife and | hereby comment regarding Virginia's possible medical regulations regarding the
"Opioid Crisis.” We fully understand that there has been a rise in fatalities due to medically
prescribed opiates for pain. However, making it impossible for doctors to, confidently and without fear,
provide their patients in chronic pain with the necessary medicines is not a solution. We know that
Virginia law currently allows doctors to prescribe opiates indefinitely to patients with chronic pain.
However, there appears to be a disconnect between the spirit of the law and the actual
administration. Unless you desire to have a rash of suicides resulting from an inability to obtain
prescriptions in place of your overdoses, this must be recognized and addressed. Please see our
experience as follows:

My wife has an autoimmune disease similar to Lupus. She began having pain in her joints in her
late twenties which got progressively worse to the point where she could hardly walk. She has had
two shoulder joints, a lower left leg bone replacement, and one hip replacement. She tried every
known method of dealing with the pain which goes on day or night whether she is moving or still. She
even tried acupuncture. She was sent to several different pain management specialists who tried
various pain medications. One of her doctors was threatened by government agencies and could no
longer treat his patients. Finally, our family doctor put her on enough prescription man made pain
killers to allow her to function in a fairly normal manner. She has been on this treatment with minor
increases for about 20 years. Now our doctor has informed us that the end of December the Virginia
government is going to make it impossible for him to continue with her pain medication. He is gong to
try to find her a pain management specialist but, we have been down that road before with no
success. If she has to come off her medication, it may kill her. If it doesn't kill her she will be in such
pain she may want to die. She is now 65 and her Lupus like disease has done great harm to her
kidneys, her lungs and her heart and she has little strength with which to withstand more pain. We
understand that this government program is an attempt to address the over use of legal drugs. My
wife has never used her legal drugs in an llegal manner. There must be some way for you to help
people in this position and allow their doctors to continue providing them them the drugs necessary to
cope with their pain. Please, please put a stop to this coming restriction!

We have been in corresponding with Delegate Kirk Cox on this issue. The following is our latest
letter to him. It includes a link to an article which we think expresses the problem extremely well. We
would appreciate very much if you would read it.

Dear Delegate Cox,

We will be seeing our family doctor on Dec. 28th to ask if he will be willing to
continue prescribing Sara's chronic pain medications. We will show him your previous
letter which states that he can do so. However, If he still refuses, we will be at a loss.
Please check out the included link below to see what our doctor and we will be facing.

Thank you.



https://iwww.bloomberg .com/news/articles/2017-1 1-21/milIions—of—patients-face—pain-
and-withdrawal-as-opioid—prescriptions—plummet

This concludes our comments regarding the proposed regulations! Thank you for your
consideration of them.

Sincerely,

William and Sara Ballard.

1210 Covington Rd.

Colonial Heights, VA 23834-2716

Ph: (804) 520-4211
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Sent: Wednesday, December 13, 2017 8:50 AM

To: Harp, William L. {DHP)

Subject: 100 more people signed “Terry McAuiiffe: Virginia Opioid Treatment”

change.org New signatures

William L Harp - This petition addressed to you on Change.org has new
activity. See progress and respond to the campaign's supporters.

L T4

Terry McAuliffe: Virginia Opioid Treatment ?‘E .
Petition by Steve M - 100 supporters b

100 more people signed

View petition activity

RECENT SUPPORTERS

Kayla Vinson
Dante, VA - Dec 04, 2017

Why would anyone want to stop treatment with these medicines is
beyond me and down right sickening to not help those who need it and
are actually doing good with these medicines. Things aren't looking to
getting better but worse in many ways,but let's keep supporting for what
is right.

' nancy Harvey
Coeburn, VA - Oct 05, 2017

These medications have helped so many. I



w{ Savannah beckner
4 Hardy, VA - Sep 06, 2017

Because suboxone saved me life! I've been clean for 5 years now!

Kelly Hawley
Media, PA - Sep 08, 2017

Subutex saved my life. I don't feel the government should be able to
regulate what our doctors feel can save our lives. Taking away these
medications is only asking for addicts to go back to the streets and
overdose on heroin. Due to the crackdown on everything else. This makes
it seem as if the government's way of ending the epidemic, is to let
addicts kill themselves off...not help save them!

r'-* PDorene Ernst
2.3 Burke, VA - Aug 22, 2017

Only doctors should decide this not politicians

View all 100 supporters

CHANGE.ORG FOR DECISION MAKERS

On Change.org, decision makers like you connect directly with people
around the world to resolve issues. Respond to let the people petitioning
you know you're listening, say whether you agree with their cail to action,
or ask them for more information. Learn more.

This notification was sent to william.harp@dhp.virginia.gov, the address listed as the
decision maker contact by the petition starter. If this is incerrect, please post &
response to let the petition starter know.

Change.org 548 Market St #29993, San Francisco, CA 94104-5401, USA
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0 have signed. Let’s get to 1,000.

Steve M
Princeton WV, WV

Virginia HB 2163 wants to restrict prescriptions and federally licensed OTP clinics from using mono
buprenorphine (Subutex) for opioid dependence. The bill restricts it to only patients that are pregnant
or patients that are switching from methadone to buprenorphine but they cannot have mono
buprenorphine for more than 7 days, or whatever the Virginia board of medicine decides. This isn't a
good idea, restrictions on prescriptions are fine but also allow people that cannot have Naloxone to
also be able to get a prescription.

They need to also allow the federal OTP clinics to dispense it in take homes because the patients that
have them earned them. I can see and understand why limits and things need to be put into place. It is
not a good idea to make this bill law, though. The problem with the bill is the patients that are already
in treatment, and have a documented hypersensitivity to Naloxone will lose access to treatment.
Buprenorphine is the safest alternative of 3 medications available it doesn't matter if it has Naloxone

https://www.change.org/p/terry-mcauliffe-virginia-opioid-treatment?response=18ecf456e6f... 1/9/2018
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or not. Addiction is a fight these patients will have to fight with for life. The patients that have a
hypersensitivity shouldn't lose access to this medication. It isn't right that if they didn't have a
hypersensitivity they could continue getting Buprenorphine but with the Naloxone. Most doctors will
not prescribe Subutex unless you cannot have Suboxone anyway.

Methadone, and Buprenorphine both are proven medications used to treat addiction. Each of these
medications has their uses but some patients cannot have suboxone they need a full agonist such as
methadone. Some patients cannot have methadone and seek suboxone trecatment. Every patient
deserves the right to what medication they are being treated with. Not one of them works for
everyone. Patients that have gone to federally licensed clinic need to be allowed to still have take
homes, take homes they earned. Buprenorphine bas a ceiling effect anything above 32 milligrams
cannot be processed in a 24 hour time period so the chances of overdose are way below the average of
other medications used. Some of these patients have been in maintenance replacement therapy and
cannot afford to go to the clinic every day to get it. I ask the state of Virginia to look at the facts and
make a decision that would save many people's lives that suffer from addiction and opioid
dependency.

All of these medications are effective in treating addiction. Restrictions on prescriptions are fine, but
also allow patients that have a documented allergy on file to get a prescription so these patients don't
lose treatment and also allow the federally licensed clinics to continue to dispense it in take homes,
While methadone is stronger than buprenorphine some people need a stronger medication. Everyone
is different, and as with many medical problems, you cannot put everyone on the same medication.
Experts across the nation are concerned about this bill as it will put patients back on the streets.

Buprenorphine has been offered as an atlernative at federally licensed otps across the nation for over a
decade in most places. These patients deserve the right to keep their treatment with Buprenorphine
Just the same as the Methadone patients. Not everyone can take Methadone, and everyone cannot take
buprenorphine. Both of these medications are life savers and too take this option away from otp
clinics put patients in danger. The reason they seek treatment at an OTP is because most doctors will
write Buprenorphine anyway. It costs clinics more to carry the combination tablet and that costs the
patients more hundreds of dollars a month more to be exact. Naloxone was put into Suboxone to
appease the DEA.

Naloxone was also used to help the Reckitt-Benckiser the maker of Suboxone file a patent as regular
Buprenorphine has been around for over 30 years so they couldn't patent it. Generic Buprenorphine
came out 4 years before generic Suboxone did. That is because they couldn't hold a patent for plain
buprenorphine as long. While both drugs have their uses, some people just cannot have Naloxone.
These people shouldn't be punished for an allergy nor should the patients at otps lose treatment
because of a bad company. Regular Buprenorphine was available as a generic to the public 5 years
before generic Suboxone was and that is because Reckitt-Benckiser couldn't hold a patient to a drug
they didn't invent.

The Virginia Medical board is going to make a seriously bad decision to stop these clinics from
dispensing this medication if this bill is signed into law. Many of the biggest addiction organizations
also believe this to be a bad law.

If they take Buprenorphine treatment away today, what will they do tomorrow? Go after Methadone?
Both are these drugs have helped many people get their lives back. SAMHSA has deemed it a safer
alternative and those are their words. not mine, If the plan is to also go after Methadone there will be
an even bigger crisis on our hands. These systems work, and limiting options to patients isn't a wise or

https://www.change.org/p/terry-mcauliffe-virginia—opioid-treatrnent?response=1 8ecfd56e6f.. 1/9/2018
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just choice.

Virginia is full of rura] areas and many people travel 50 plus miles one way to be able to get to dose.
Until they earn their take homes they do this everyday, and it is extremely hard for these people to
have a life, work, and everything in between. Most of these patients cannot travel every day to dose so
I am asking you please do not punish the patients that have done what was are required by state and
federal law to obtain take homes.

We need to have access to this medication, restrictions like that are not the answer. We are fighting a
war and these medications need to be more accessible. I ask for the bill to be amended and allow
people that have a hypersensitivity to Naloxone and have it documented to also be allowed to get a
prescription and to allow federally licensed clinics to dispense it in take homes to the patients that
have earned them. If they do not many of these patients will be forced to the streets more than likely,
and if they overdose Narcan isn't an option because they are allergic to it. I believe every person
should have a decision in what medication they are being treated with. All three of these medications
have a potential for abuse, but methadone and suboxone aren't being limited. I believe if a patient has
a documented hypersensitivity to Naloxone (Narcan) they should have the same access to therapy as a
person would if they could have suboxone.

The OTPs are also conservative in providing patients with any take home medication. When take
home medication is provided to the patient through the OTP, the OTP must meet eight clinical
standards, which have been enforced singe the regulatory authority of the FDA that continued under
the regulatory oversight of SAMHSA. These criteria include absence of recent drug abuse, which is
determined through toxicology reports in addition to established regularity of clinic attendance,
absence of serious behavioral problems, absence of known recent criminal activity, stability in the
patient's home environment, length of time comprehensive maintenance treatment, ensuring that take
home medication can be safely stored within the patient's home whether the rehabilitative bencfit the
patient derives from decreasing the frequency of clinic attendance outweighs potential risk.
Compliance with the regulations is mandatory.

Restricting this medication will affect people currently in treatment at federally licensed facilities that
already have diversion prevention protocols. Each take home at this moment is 1 days dose sealed in a
bottle. So if a patient has 13 take homes he gets 13 sealed bottles. These bottles cannot be tampered
with, if they were to be called in and a bottle be missing even the plastic on one before it was due to
be taken the take homes are revoked.

Most patients being treated for addiction/opioid dependency get the combination pill anyway. Most
patients that go to a clinic go because they cannot have suboxone or its the closest option they have.

These facts below represent all forms of buprenorphine products. Mono buprenorphine isn't the
problem.

Patches

Tablets (Mono and Combined)
Buccal films

Sublingual Films

NATIONAL ESTIMATES FOR THE MOST FREQUENTLY IDENTIFIED
CONTROLLED SUBSTANCES: Estimated number and percentage of total drug reports submitted

https://www.change.org/p/terry-mcauliffe-virginia-opioid-treatment?response= 18ecf456e6f... 1/9/2018
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to laboratories from January 1, 2014, through December 31, 2014, and analyzed by March 31, 2015.
Buprenorphine drug reports represented only 1.01% of all drug reports Nationwide.

Inability to access to treatment is a predictor of increased use of diverted buprenorphine. The finding
that the most robust risk factor for buprenorphine use was failing to access legitimate buprenorphine
treatment implies that increasing, not limiting, buprenorphine treatment access may be an effective
response to buprenorphine diversion among persons not in treatment.

Studies have shown that buprenorphine is safe and highly efficacious,(11)decreases hospital
admissions, morbidity, and mortality;(12) reduces illicit opioid use; (13 )increases treatment retention;
(14)and is much more effective when used in ongoing maintenance treatment than when patients are
tapered off the medication.(15)

(U.S. Drug Enforcement Administration, Office of Diversion Control. (2015). National Forensic
Laboratory

Information System: Year 2014 Annual Report. Springfield, VA: U.S. Drug Enforcement
Administration. Available at:

http://www.deadiversion.usdoi.gov/nﬂis/NFLIS2014AR.Ddf

(Lofwall MR and Havens JR. Inability to access buprenorphine treatment as a risk factor for
using diverted buprenorphine. Drug Alcohol Depend. 2012;126:379-383.+)

(11) Johan Kakko et al., 1-Year Retention & Social Function After Buprenorphine- Assisted Relapse

Prevention Treatment
for Heroin Dependence in Sweden: a randomized, placebo-controlled trial, LANCET, VOL. 361 (Feb.

22, 2003).

(12)Sofie Mauger, Ronald Fraser, & Kathryn Grill, Utilizing buprenorphine to treat illicit and
prescription opioid
dependence, NEUROPSYCHIATRIC DISEASE & TREATMENT 2014:10 587-598, 588 (2014).

(13) Roger D. Weiss et al., Adjunctive Counseling During Brief and Extended Buprenorphine
Treatment for Prescription Opioid Dependence, ARCH. GEN. PSYCHIATRY (Dec. 2011), 9,
available at

http://www.ncbinlm.nih,gov/pme/articles/PMC34704272/

(14) Cindy Parks Thomas et al., Medication-Assisted Treatment with Buprenorphine: Assessing the

Evidence,” Psychiatric
Services in Advance, (Nov. 18, 2013), 7.

This petition will be delivered to:

* Governor
Terry McAuliffe

* Executive Director of Board of Medicine
William L Harp
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—
Letter to

Governor Terry McAuliffe

Executive Director of Board of Medicine William L, Harp

Virginia Buprenorphine Treatment doesn't need more restrictions it needs less restrictions. The
amendment I purpose doesn't hurt anyone in the process. It puts the restriction in place, but also
allows patients that cannot have suboxone to also be able to get a prescription. It also allows federally
licensed clinics to dispense it in take homes because those patients went for a years to earn them. It
isn't right, nor possible to make these patients travel 50 plus miles one way to dose than drive back. It
puts undue hardships on patients in treatment already, and will have a drastic effect on these people’s
lives. If we could take a look at the data of diverted buprenorphine and that includes all forms of this
medication with and without naloxone we would see the same results we did with Methadone. It was
around 10 years ago that data was looked over and most of the diverted medication came from pain
patients with little to no oversight. These clinics have multiple diversion protocols in place, and most
patients suffering from opioid dependence cannot even get Buprenorphine Mono wrote to them
anyway unless they cannot have Naloxone. Buprenorphine mono isn't the problem, the problem is
treatment is inaccessible. Please take all of this information into consideration before making a
decision that will alter thousands of Virginians life. I have linked multiple statistical facts, and the
sources of those facts. Narcan isn't the deterrent in these drugs, it is buprenorphine itself, It binds to
the receptors much more aggressively than other opioids and therefor makes those other drugs
ineffective. Narcan has nothing to do with it, and all it effectively does is sky rocket the price of
treatment because generics have to keep up with the price of brand names. I hope you make the right
decision and support these people.

Start a petition of your own
This petition starter stood up and took action. Will you do the same?
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Hare, William L. (DHP)

From: Harp, William L. (DHP)

Sent; Thursday, October 19, 2017 2:44 PM
To: Manhapra, Ajay; Brown, David (DHP)
Subject: RE: The conundrum of opioid taper

Thanks, Ajay.
| very much appreciate your attendance at the meetings of the Board and your evidence-based comments.

| believe that we may need to convene yet another Regulatory Advisory Panel in the months ahead, and the Board might
ask you to serve on it.

WLH

From: Manhapra, Ajay [mailto:ajay.manhapra@yale.edu]

Sent: Thursday, October 19, 2017 8:00 AM

To: Brown, David (DHP) <David.Brown@dhp.virginia.gov>; Harp, William L. {(DHP) <William.Harp@DHP.VIRGINIA.GOV>
Subject: The conundrum of opioid taper

Hello:

Hope yu both are doing well. I am attaching an article I cop-authored with Al Arias, an addiction psychiatry
scholar from Yale and Jane Ballantyne, a preeminent national expert on pain from University of Washington.
This provides some perspective regarding the difficulty of opioid taper in high dose patients. I hope this informs
your thinking about the statewide problem.

I have another review coming out soon about the conceptualization and management of complex disabling pain
among patients with dependence and addiction. I will forward youth when it comes out. We are in the process
of converting that model into an intervention that can be implemented in resource limited environment. The
next paper I am working on is one on how to explain complex neurobiology of chronic pain to patients and
primary care providers in simple terms, so as to use appropriate treatments and limit inappropriate and harmful
treatment.

Both these projects are partly inspired by the participation in the work group and the need I identified there. I
thank you for inviting me.

So long

Regards
Ajay

Ajay Manhapra, MD
ajay.manhapra@yvale.edu
Cell: 23] 288 4848




Research Scientist, VA New England Mental Illness Research and Education Center

, West Haven, CT
Lecturer, Department of Psychiatry, Yale School of Medicine, New Haven, CT
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The conundrum of opioid tapering in long-term opioid therapy for chronic pain:

A commentary

Ajay Manhapra, MD**, Albert J. Arias, MD*, and Jane C. Ballantyne, MD®

*VA New England Mental lliness Research and Education Center, West Haven, Connecticut, USA; ®Advanced Pact Pain Clinic, VA Hampton Medical
Center, Hampton, Virginia, USA; “Department of Psychiatry, Yale School of Medicine, New Haven, Connecticut, USA; “Department of Anesthesiology
and Pain Medicine, University of Washington School of Medicine, Seattle, Washington, USA

ABSTRACT

Background: In response to the opioid epidemic and new guidelines, many patients on high-dose long-
term opioid therapy (LTOT) for chronic pain are getting tapered off opioids. As a result, a unigue clinical
challenge is emerging: aithough many on LTOT have poor pain control, functional decline, psychiatric
instability, aberrandes, and misuse, these issues may often worsen with oploid tapering. Currently, a clear
explanation and practical guidance on how to manage this perplexing clinical scenario is lacking. Methods:
The authors offer a commentary with their perspective on passible mechanisms mvolved in this clinical
phenomenon and offer practical management guidance, supported by available evidence Resufts: It is not
well recognized that allostatic opponent process involved in development of opioid dependence can
cause worsering pain, functional status, sleep, and psychiatric symptoms over time, and significant
fluctuation of pam and other affective symptoms due to their bidirectional dynamic interaction with
oproid dependence (“affective dynamism”). These elements of complex persistent dependence {CPD), the
gray area between simple dependence and addiction, can lead to escalating and labile opioid need, often
generating aberrant behaviors. Opioid tapering, a seemingly logical intervention in this situation, may lead
to worsening of pam, function, and psychiatric symptoms due to development of protracted abstinence
syndrome. The authors offer practicing clinicians management principles and practical guidance focused
on management of CPD in addition to chronic pain in these difficult clinical scenarios. Conclusion:
Awareness of the science of the neuroplasticity effects of repeated use of oplolds is necessary to better
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manage these patients with complex chalienges.

Introduction

In response to the role of cxcess prescription opioid use in
the opioid epidemic and emerging data regarding excess
risks associated with long-term opioid therapy (LTOT) for
pain, the new Centers for Disease Control and Prevention
(CDC) Guideline for Prescribing Opioids for Chronic Pain
proposed an upper safe limit of 90 milligram morphine
equivalent daily (MMED), and a recommendation for opi-
oid tapering and eventual cessation among those above safe
limits if the risk benefit balance is not favorable." An esti-
mated 20% of patients on LTOT for noncancer pain in pri-
mary care report severe pain-related problems, high
psychiatric illness load, and addictive behaviors, inciuding
aberrancies that significantly limited their life, often with
high opioid doses,” i.e., perceived safety risk may appear to
outweigh benefit.”* Adhering to the recommendation of opi-
oid taper among these patients, especially those with psychi-
atric comorbidity, will be particularly challenging. A recent
report of a system-wide opioid tapering efforts in this popu-
lation in primary care settings suggests limited success, with
only 35% of the high-dose patients with high psychiatric
comorbidity were successfully brought down below the safe

limit of 120 MMED over a year and the success was mostly
limited to lower dose levels of the high-dose group *

The conundrum of opioid tapering

With increasing clinical experience of opioid tapering, a chal-
lenging therapeutic and clinical phenomenon is emerging: 2
clinical interventions exactly opposite in nature, continuation
and discontinuation/taper of LTOT for pain, can often result in
the same set of persistent symptoms. Although LTOT can lead
to poorly controlled pain, poor psychosocial and functional sta-
tus, psychiatric instability, aberrancies, and misuse among a
proportion of patients, the logical therapeutic intervention of
opicid tapering and discontinuation, on the other hand, can
cause persistent worsening of these same issues (archetypal
patient story in Box 1), leading to confusing clinical scenarios
and sometimes disastrous consequences, including death.®
Such challenging clinical scenarios will likely be more common
in the coming years with mounting pressure to adhere to safe
upper dose limits. Clinicians and patients facing this challenge
need better understanding of the underlying phenomena and
practical guidance to manage these patients.

CONTACT Ajay Manhapra, MD @ ajay.manhapra@yale.edu @ VA Hampton Medical Center, PRIME 5, 100 Emancipation Drive, Hampton, VA 23667, USA.
Color versions of one or more of the figures in the article can be found online at www.tandfoniine.com/wstb.

This article not subject to U.S. copyright law,
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Box 1. Archetvpal patient story

‘ A 61-year-old patient with posttraumatic stress disorder (PTSD) and chronic pain due to degenerative spine disease was able to main-
tain a business and provide for his family with fentanyl patches (>400 MMED) to control his debilitating pain for over a decade. Over
time, pain and function worsened; insomnia, anger, and depression slowly emerged, and PTSD worsened. He sought more opicids |
from physicians for better pain control and to maintain his functional life. He interpreted multiple failed attempts by himself to stop
opioids as evidence that they were helping to manage the pain driven by advancing spine disease, which in turn was driving his psychi-
atric worsening, However, radiographic investigations revealed stable spine disease. He got no clear answers from physicians why his
pain was increasing despite this and wondered if they missed something,

On one of the visits with his primary care provider (PCP), he was told about the new CDC guideline and the concerns about safety
and inefficacy of high opioid doses and an opioid taper was offered. He was assured that the pain would be stable with dose reduction
and he might actually do better. He reluctantly agreed, and the fentanyl dose was slowly tapered in half over next 3 months. However,
his pain, function, mood, anger, insomnia, anxiety, and PTSD all worsened. His PCP advised him to stay the course, and he was offered
additional support, including referral to substance abuse treatment. Neither the patient nor the substance abuse treatment program felt
that he was addicted to opioids,

He cventually decided to change the PCP, and during the transition he obtained overlapping opioid prescriptions from 2
| doctors. Interpreting this as opioid contract violation, his old PCP tapered him off opioids completely over a month, providing

medications for opioid withdrawal symptoms that lasted over a week after the last opioid dose. Hearing about this, his new
| PCP also refused to prescribe him any opioids. ‘

Over the next month, his pain and physical function continued to worsen, as did his emotional health. He became confined
to a wheel chair, unable to work, severely limited by pain the whole day. He became despondent and suicidal. He could sleep
only an hour and a half a night and was exhausted. He thought about getting heroin from the streets, but his moral upbringing
and military training prevented him from doing so. He could not understand why the doctors would do this to him and leave
him helpless. He wondered whether this was all due to pain that was not effectively treated.

Patient progress: Recognizing severe protracted withdrawals, he was initially restarted on long-acting morphine tablets
90 mg 3 times a day. His pain and psychiatric symptoms came under some control, but not back to his baseline. Gabapentin
and duloxetine were tried, but he could not tolerate them. He was still confined to a wheelchair after 2 months. Morphine was
discontinued, and he was started on buprenorphine/naloxone 8/2 mg sublingually 3 times a day. Within several weeks, his
overall function markedly improved, including abandoning his wheel chair. He was more engaged in multimodal chronic pain
treatment with increased physical activation and willing to explore psychotherapy for pain and opioid dependence. His psychi-
atric distress abated considerably, and he started having up to 6 hours of uninterrupted sleep on most nights. From the patient’s
perspective, he describes “getting my life back.”

The immediate unpleasantness involves very little cognitive pro-
cesses, whereas the other extended affective experiences of pain
(extended pain affect) are driven by complex cognitive processes

Neuroplastic mechanisms behind the clinical conundrum

The explanations for this phenomenon lie in a deeper under-

Downloaded by [Yale University] at 08:10 18 October 2017

standing of how opioid tolerance and dependence interact with
pain, anaigesia, relief, and other related psychological symp-
toms through reward mechanisms and drive patients’ opioid
need. In this paper, we (1) first provide a commentary sup-
ported by available evidence on how the complex neuroplastic
and behavioral effects associated with opioid dependence and
tolerance could modulate pain and other clinical symptoms
among patients on LTOT and undergoing taper, and (2} then
describe management principles that offer practical guidance to
clinicians based on the above and offer some recommendations
regarding opioid taper and management.

Neuroplastic and behavioral modulation of pain with
evolution of dependence

Pain and relief: Rewarding affective experiences

Although most patients and providers focus only on the intensity
of the sensory perception of pain (nociception or the physical
pain), the associated affective experiences, immediate unpleas-
antness and an extended pain affect (suffering), and the resulting
overt behavioral response (moaning, altered activity, medication
need and use, etc.) are essential to the overall experience of pain.

involving memory, appraisals, and judgments that generates the
meanings or the implications that pain holds for the patient’s life
and their future, which in turn fuels the pain-related suffering
involving depression, frustration, anxiety, and anger (negative
affective state) experienced by the patient.®

Once considered in this light, pain relief amounts to more
than a reduction in physical sensation of pain (analgesia) that
is often measured clinically using pain scales and mediated by
nociceptive neural pathways, but it also involves a relief in the
affective components of pain experience.” Newer neurobiologi-
cal understanding posit that pain relief involves a significant
measure of affective “rewarding” experience (see Box 2 for defi-
nition) mediated through mesolimbic reward and learning
pathways involving endogenous opioid system, separate from
pain pathways. The same relief-reward pathways are also
shared by the processes that drive the experiences of relief from
other distressing psychological symptoms, such as depression,
anger, frustration, or anxiety (negative affective states), evoked
by various psychiatric disorders, such as depression, insomnia,
and posttraumatic stress disorder (PTSD}, medical diseases,
and external stress that play important roles in further shaping
the overall clinical experience of pain.”~"* Also, other addictive
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Box 2. Definitions

Reward

Reinforcing Behaviors associated with the stimulus tend to be repeated.
A stimulus interpreted by brain as positive or beneficial (positive reinforcing: e.g., hedonic effect), or avoiding nega-
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tive outcome/injury or restoring normal affective tone (negative reinforcement: pain relief, avoiding withdrawals).

Tolerance

A decrease int the effect of the drug despite a constant dose, or a need for increased dose to maintain a stable effect.

Dependence An adapted state due to excessive substance stimulation that can cause cognitive, emotional, or physical with-
drawal symptoms when substance use is ceased. Physical withdrawal symptoms do not develop with every sub- |
stance (e.g., cocaine), or in every one using a substance, and do not always indicate compulsive use/addiction.
Physical dependence mechanisms are different from psychological dependence,

Addiction

Compulsive self-use despite negative consequences. ‘

Note. DSM and ICD criteria for opioid use disorder/dependence are methods used to diagnose various levels of addiction. In
practice, clinicians mostly use clinical gestalt based on their understanding of addiction.

substances such as cannabis that do not have a notable analge-
sia effect but has direct effects on relief and reward pathways
can, on the other hand, potentially provide pain relief as evi-
denced recent popularity of “medical matijuana” for treatment
of chronic pain (see Box 3, patient story 1),

Thus, even if purely physical nociception is one part of pain,
the affective experiences are critical to the patient’s experience
of both pain and its relief. The affective balance between pain
and relief involves reward systems, making them susceptible to
neuroadaptive modulation of learning, memory, and behaviors.
Repeated exposure to addictive substances such as opioids that
provide pain relief and have direct effects on reward systems
can lead to a particular type of such neuromodulation.

Opioids, pain relief, and reward: Boon and the curse

Analgesics such as nonsteroidal anti-inflammatory agents are
thought to have specific effects mostly confined to the nocicep-
tive pathways providing analgesia, whereas opioids have addi-
tional effects on reward pathways that mediate relief, thus
directly alleviating immediate and extended negative affective
states associated with pain”™'® Thus, opioids’ mechanism of
action putatively involves both direct analgesic effect (analgesic
relief) and direct effect on relief (affective relief), making them
much more appealing pain medications than nonopioids to
many suffering from pain (see Figure 1).'” On the other hand,
repeated use of opioids coupled with a highly salient negative
reinforcing reward (pain relief) can set off a chain of neuroplas-
tic changes in reward-based learning and memory pathways
and behavioral changes that lead to tolerance and dependence
in many, and eventually addiction in a small proportion, simi-
lar to that seen with pleasure-seeking (hedonic) use, a positive
reinforcing reward (see Box 2 for definitions'®).!*-%?

Whereas the clinical picture of the progression from depen-
dence to addiction is rather clearly discernible in hedonic use
where opioid is a drug procured by the individual themselves,
the picture is a bit murky in LTOT for pain where it is a medi-
cation offered or administered in relation to a clinician-identi-
fied pain care need, often if not exclusively based on a
therapeutic relationship.?* A more nuanced neurobehavioral
understanding is required to interpret the clinical picture asso-
ciated with increasing tolerance and dependence in patients
with chronic pain and prescribed LTOT.

Opioid dependence and modulation of pain

Opioid tolerance (definition in Box 2), although well recognized,
is often described just as an expected pharmacologic effect
medijated by molecular mechanisms and recepter adaptations
involving the dose, frequency, and duration of opioid adminis-
tration that can be overcome by increasing opioid dose or opioid
rotation, unless there is clear opioid addiction.'*2*~** Similarly,
the clinical effect of physiological dependence (definition in
Box 2) is seen within the narrow confines of well-recognized
acute opioid withdrawal symptoms that last for a short interval
of about 4-10 days and are medically manageable.**** However,
there are several additional powerful effects of neuroplastic
behavioral changes with repeated use of opioids associated with
opioid dependence and tolerance that do not get enough
attention from either physicians or patients. These include (1)
opponent effect, (2) allostatic reset, (3) affective dynamism, and
(4) protracted abstinence syndrome. These effects develop at
varying levels in different individuals, and in a proportion of
patients on LTOT for chronic pain (not in every one), the
clinical sequalae of these effects can potentially cause dramatic
changes of the clinical scenario in following ways:

1. Repeated use of opioids for pain can worsen pain and
associated psychological symptoms experienced by the
patient over time. However, each dose of opioids will
still provide salient relief to the patienl, albeit at a lower
level.

2. Dependence (not necessarily addiction), when well
established, interacts bidirectionally and dynamically
with pain, other symptoms, stress, sleep, and psychologi-
cal distress, causing significant lability of all these, driv-
ing up the perceived need for opioids and other
medications, especially psychoactive ones, to control var-
ious symptoms.

3. Although an appealing option in many with above prob-
lems, a dose reduction or opioid cessation in those with
well-established opioid dependence (not necessarily
addiction), can often result in significantly worsened
pain, psychiatric status, and medical condition that per-
sist for months or weeks beyond acute withdrawals. This
persistent state of “protracted abstinence syndrome” can
often be relieved by reinstatement or substitution of
opioids and might be resistant to other nonopioid and
nonmedication treatments.
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Box 3. Patient stories of complex persistent dependence and protracted abstinence syndrome

Patient story 1

A 45-year-old patient with PTSD developed chronic neck pain at the site of biopsy for a Hodgkin’s lymphoma diagnosis that
is under remission for over 5 years now. The patient was on LTOT for past 5 years with oxycodone 20 mg 4 times a day. How-
ever, the patient had significant volatility of pain and associated anger, depression, and anxiety requiring escalation of opioids
for relief intermittently. Patient’s PCP started a dose reduction, stating safety concerns based on CDC guidelines. The patient
developed uncontrollable pain, anger, and anxiety with depressed mood and sense of worthlessness. The PTSD symptoms also
worsened. He started using marijuana to control his symptoms. Patient expressed that although pain score was not reduced
much, marijuana was giving relief from pain and other symptoms, allowing him to have some quality of life. However, mari-
juana use was not allowed by the clinic, resulting in administrative cessation of opioids. This led to angry confrontations with
PCP and other providers, resulting in loss of health care provider.

The patient was diagnosed with complex persistent opioid dependence while on LTOT and protracted abstinence syndrome after
dose reduction that escalated with cessation. Patient was restarted back on oxycodone at prior dose while engaged in stress manage-
ment and psychoeducation regarding pain and dependence. He stabilized within a month regarding pain, other negative affective
symptoms, and PTSD. The patient is trying to stop marijuana use and thinking over a switch to buprenorphine-based treatrnent of
complex persistent dependence,

Patient story 2

A 55-year-old patient with discoid lupus and painful nonhealing ulcer of the lower extremity is maintained on high-dose
LTOT for over 5 years. The patient’s opioid dose steadily escalated to fentanyl patch 200 wg/hour every 72 hours and oxyco-
done 10 mg every 6 hours because of pain that worsened during the years of LTOT despite the wound staying stable. The pain
relief from fentanyl patch reapplication was minimal and consistently wearing off after 1 day, and the oxycodone gave minimal
relief for about an hour. Patient was spending the other 2 days in bed or in chair with legs up, unable to do even minimally
physically challenging activities. Patient was despondent, as a big family event was coming up in 3 weeks and the patient would
not be able to perform duties as the head of the family because of the physical limitations.

The patient was diagnosed with complex persistent opioid dependence and was initiated on buprenorphine/naloxone &/
2 mg sublingually twice a day. Pain stabilized and physical activity improved within 2 weeks. Patient was happily able to fulfill
duties in the family event. Buprenorphine/naloxone dose was increased to 24/6 mg daily after 6 months when patient devel-
oped aseptic necrosis of the fernoral head due to prolonged steroid use related to lupus. Patient remains stable a year after
entering treatment and enjoys life to the fullest,

Patient story 3

A 53-year-old patient with multiple shoulder surgeries and chronic pain who was managed with high-dose opioid therapy
(180 MMED) presented 1 year after his opioids being tapered off with a blood pressure (BP) of 245/128 mm Hg, severe chest
pain, and diffuse body pain. Patient also reports severe depression, anxiety, insomnia, restless legs at night, and severe loss of
functional status after opioid taper, and gives history of over 15 emergency room visits and few hospitalizations for high BP,
stroke-like symptoms, and chest pain to rule out myocardial infarction. Patient’s BP and other symptoms would come under
control with nitroglycerine, multiple antihypertensives and intravenous opioids while in the hospital, and each time the patient
would be discharged with multiple antihypertensives, but no pain medications. All work up was negative.

In the clinic, this was recognized as severe complex persistent opioid dependence with protracted abstinence syndrome and
patient was induced on buprenorphine/naloxone and stabilized in a day on 8/2 mg twice a day. BP immediately came down,
and pains resolved within an hour. By 48 hours, the patient was back to normal clinically and fully functional as 2 years back.
However, patient missed appointments and forgot to refill buprenorphine after a month and was readmitted to the hospital for
a day with chest pain and high blood pressure again. Patient was reinitiated on buprenorphine/naloxone at prior dose with sta-
bilization. A close case management plan was also instituted to help the patient with buprenorphine adherence.
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Although not well recognized in relation to therapeutic
opioid use in pain, these ideas are fundamental to our current
understanding of the development of dependence and addic-
tion. It is not necessary for a patient to have a full-blown
addictive disorder in order to develop the protracted abstinence
syndrome from opioids; LTOT as a part of legitimate treatment
is sufficient cause. A brief mechanistic insight into these
elements is provided in the following sections.

Opioid dependence and allostatic opponent effect

Richard Selomon introduced the concept of opponent process
in 1970s to explain motivational behavioral changes in
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development of addiction. Evocation of behavioral processes
that changes the affective balance (unpleasant to unpleasant or
negative to positive valence), as in opioid use for pain relief,
results in a secondary “opponent effect” shortly after the
primary effect, i.e., pain after initial relief or distress after initial
pleasure. The opponent effect that is insignificant in the begin-
ning grows in magnitude with repeated behaviors, resulting in
declining magnitude and shorter duration of the primary
effect.”"**% In the case of repeated use of opioids for pain,
the growing opponent effect of pain after initial relief results in
reduction in quantity and duration of the net relief after each
opioid administration (Figure 2).**"~** This is a behavioral and
experiential effect separate from or in addition to the
withdrawal hyperalgesia and opioid-induced hyperalgesia, a
noxious sensory phenomenon.”'**"34 A gimilar behavioral
effect can be expected with other negative affective states such
as depression, anger, and anxiety that are often relieved by opi-
oid administration, whereby these symptoms worsen and the
relief after each opioid administration diminishes with repeated
opioid exposure.” All these together may tend to increase the
patient’s perceived opioid need (Box 3, patient storyl).
Cessation of opioids, the apparent logical intervention that
can relieve the opponent effect,”* often becomes impossible
in a proportion of patients due to another concomitant change,
“allostatic reset,” a physiological process fundamental to the
understanding of the progression of dependence that contrib-
utes to the increasing opioid need experienced by the
patient*'***7 Allostasis can be defined as the response of
organisms to persistent external and internal demands, by
which stability is maintained through change, achieving a state
of chronic deviation of the regulatory system outside of the
normal parameters (allostatic state) with establishment of a
new sct point (allostatic reset). The brain introduces experien-
ces, memories, anticipation, and reevaluation of anticipation of
needs to meet the physiological requirements of this new

SUBSTANCE ABUSE (&) 5

allostatic state.* With regards to pain and repeated opioid use,
the baseline level of pain, suffering, and opioid need to
maintain a new balance gets reset to higher points (see
Figure 2). The allostatic reset together with the opponent
process establishes a state of persistent pain and suffering
interspersed with short-lived relief after each opioid adminis-
tration (Box 3, patient story 2).%*7-* Reversibility to lower
levels often becomes difficult, as the accompanying behavioral
modifications that sustain this allostatic state gets hardwired.
Opioid cessation or dose decrease can often lead to induction
of behavioral changes (opioid seeking) driven by the automatic
physiological need to reestablish prior allostatic state and avoid
withdrawals 2

Taken together, allostatic opponent process provide a
plausible explanation of worsening pain, function, and psy-
chiatric instability and increasing opioid need associated
with LTOT for pain, as in the clinical cases presented
(Boxes 1, 3, and 4).

Affective dynamism

Tolerance and dependence are not static phenomena with
stable levels of severity, but, rather, dynamic processes that
interact bidirectionally with the associated symptoms and
internal and external environments of the individual. Stress,
anxiety, depression, anger, insomnia, irritability, and expres-
sions of psychiatric disorders such as PTSD can alter
moment to moment the level of tolerance and dependence
and opioid need experienced by the patient, and vice versa,
both during opicid maintenance and protracted withdrawal
state. This sets up a state of lability/fluctuation of psychiat-
ric symptoms and associated affective states such as anger,
frustration, distress, depression, and anxiety (“affective
dynamism”) and emotional dysregulation in people on
LTOT, which in part explains erratic behavior, including
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Box 4. Patient stories of challenges with management of complex persistent dependence

Patient story 4

A patient in the 40s with borderline personality disorder (BPD), PTSD, and frequent exacerbations of chronic back pain
continued to have chronic abdominal pain with frequent exacerbations associated with severe anxiety, panic, PTSD symptom
exacerbations, and uncontrollable nausea, vomiting, and diarrhea, many years after curative ileal resection for Crohn's disease.
Despite high-dose LTOT (>500 MMED) using a combination of fentanyl patch, hydromorphone, and oxycodone, patient
required 2 or 3 emergency room (ER) visits during most weeks. The patient was usually treated with intravenous hydromor-
phone, fluids, and bowel rest and discharged home in a day or two.

A diagnosis of complex persistent dependence was made as a unifying explanation for the exacerbation of pain, anxiety,
PTSD, and gastrointestinal (GI) Symptoms. Patient was started on buprenorphine/naloxone 8/2 mg 3 times daily, and all the
symptoms settled down quickly. Slowly the patient engaged in treatment for PTSD and BPD, Patient says, “T am a new person.
Tstill get pains, but it is not so bad as it was, and I don’t feel the necessity to visit ER.” Patient had to visit ER only once in the
Past year after being started on buprenorphine.

Patient story 5

A 62-year-old patient with multifocal chronic pain syndrome and brittle diabetes with peripheral neuropathy following
complications of liver transplant over a decade back for liver failure from for transfusion acquired hepatitis C was on oxyco-
done 10 mg 4 times a day and gabapentin for over a decade. The pain started getting worse a year back, and patient used some
extra oxycodone and started drinking alcohol to treat pain. PCP tapered patient off opioids because of aberrancy. The diabetes
got worse and immunosuppressive therapy became inconsistent, and patient also lost PCP in the process. As pain and mood
got dramatically worse within a few months, patient started snorting heroin for pain relief, which progressed within a few
months to intravenous heroin, using his insulin needles. Patient overdosed 6 times in a few weeks, and the police directed
patient to care.

Patient was diagnosed as complex persistent dependence and protracted abstinence syndrome after opioid cessation, which
then progressed to opioid use disorder (intravenous heroin). Patient was reluctant to pursue OUD care, as local clinic was able
to provide buprenorphine only if patient was willing to participate in onerous intensive outpatient program (IOP) requiring
daily visits and they were explicit that pain will not be and cannot be addressed by buprenorphine (a common misconception
in addiction world). Because of this experience, the patient was resistant to buprenorphine and methadone, and methadone
was too risky considering his medical state. The pain clinic did not have buprenorphine availability at that time,

Based on a harm reduction approach, patient was started back on oxycodone under close supervision (weeldy physician vis-
its for prescription, urine toxicology, and counseling, and close family supervision) with intention of keeping the patient
engaged in treatment and see if heroin use would stop once pain is controlled (as patient claimed it would). Pain was dramati-
cally better, but oxycodone was wearing off too soon. Patient stopped using heroin and drinking alcohol for a few weeks. How-
ever, patient started using heroin again for pain control, but at much lower frequency and dose. After a few weeks, the patient
came to self-realization that there was a heroin problem that needed to be addressed urgently and voluntarily entered bupre-
norphine IOP program, this time with assurance from current provider that buprenorphine treatment will also address pain.
After a bit of struggle on lower doses, patient stabilized on 16 mg daily dose of buprenorphine. Patient now has manageable
pains, and diabetes and transplant care is back on track.

Patient story 6
A 43-year-old patient with chronic foot pain from work-related stress fractures was requiring 50 mg of methadone daily for
pain control. Patient’s PCP reduced methadone to 30 mg daily in 8 weeks, and pain, mood, and functionality worsened and
patient experienced withdrawals, frequently compromising ability to work and take care of family. Patient reported no psychi-
atric disease other than difficulty in managing family stress. A diagnosis of complex persistent dependence was made, and
patient was reinitiated on prior dose. Patient regained excellent pain control and functionality. After extensive psychoeduca-
tion, patient decided to pursue slow opioid taper under her control with physician support. Methadone was slowly tapered off
completely in a year, and pains persisted, but not distressful as before. Over next 2 months, patient started experiencing Symip-
toms similar to physical withdrawals with exertional fatigue or towards night, and these were severely distressful. This was diag-
nosed as protracted abstinence syndrome, and patient was started on buprenorphine/naloxone 2/0.5 mg daily with a goal of
slow taper over next 6-12 months (first to extend the dosage duration, i.e., 2 mg every other day after 2 months, then every
3 days and 4 days and then reducing the dose before stopping), Patient's symptoms and discomfort resolved, and the patient is
committed to opioid taper.

threatened and actual violent behavior and suicides among Protracted abstinence syndrome

patients *%* This “affective dynamism” often imposes

escalation and lability of opioid need while the patient is on ~ With regards to withdrawals from opioid or any substance,
steady opioid dose or during taper (Box 3, patient stories I, there is scientific evidence of presence of both acute and pro-
2, and 3; Box 4 patient story 4). tracted phases of withdrawal, but acute withdrawal gets the
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most attention of patients and providers, probably because of
its dramatic physical presentation over a short interval of about
4-10 days.”™* Varying degrees of protracted withdrawal
emerge following acute withdrawal, a condition referred to as
“protracted abstinence syndrome” that can last for months or
years in people with long-standing opioid dependence.?*?
This is presumed to be due to the hard-to-reverse allostatic
changes associated with progression of tolerance and depen-
dence.*? Extended withdrawal symptoms specific to protracted
abstinence in opioid dependence include anxiety, depression,
sleep disturbances, fatigue, dysphoria (ie., feeling down or
emotionally blunted), irritability, decreased ability to focus, and
deficits in executive control that can last for months beyond
the period of acute withdrawal. The larger phenomenon of pro-
tracted opioid abstinence syndrome involves varying levels of
rebound and reemergence of original symptoms (pain and dis-
ability in this case} and comorbid psychiatric disorders (such as
PTSD) and medical comorbidities, in addition to opioid-spe-
cific protracted abstinence symptoms (e.g., Box 4, patient story
4).* The original symptoms and comorbid disorders may be
experienced at higher levels of distress than before opioid initj-
ation due to allostatic changes. Severe protracted abstinence
syndrome after opioid cessation among LTOT patients can
possibly lead to illicit prescription opioid or heroin use with
rapid developrment of opioid use disorder (Box 4, patient story
5). Protracted abstinence syndrome offers a plausible explana-
tion for persistent suffering with opioid dose reduction and ces-
sation as seen with the archetypal patient and other patient
stories described (Boxes 3 and 4).

When tapering opioids among those on LTOT, especiaily
those with comorbid psychiatric disease, the clinician has to be
aware that protracted abstinence syndrome phenomena can
potentially expose patients to substantial risk of physical, func-
tional, medical, and psychiatric instabilities along with harmful
behaviors such as suicide and violence and relapse of substance
use disorder (SUD), including opioid use disorder (OUD)
(Boxes 1, 3, and 4) 3%

Management principles

Complex persistent dependence, the gray area between
dependence and addiction

A clear diagnostic dichotomy of OUD versus no QUD dictating
discrete management pathways would be optimal, especially for
primary care physicians trying to triage care in patients with
complex pain on LTOT. However, as elegantly pointed out by
Ballantyne et al,, a diagnostic distinction between dependence
and addiction is nearly impossible in many patients on LTOT
with the available criteria,”” creating a diagnostic and therapeu-
tic orphan status for these patients, somewhere in the gray area
between the clear demarcations of simple dependence and
frank addiction,** Ballantyne et al2*** put forth the term “com-
plex persistent dependence” (CPD) to describe the physiologi-
cal and clinical state that exists in this gray area.

Clinically significant CPD can be recognized as a patient’s
desire to continue or increase the dose of LTOT, or inability to
discontinue LTOT despite a prescriber’s recommendation to
discontinue it. The symptoms of CPD include worsening pain,
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function, affective symptoms and sleep disturbance, affective
dynamism with escalating opioid need while maintained on
LTOT, and protracted withdrawal syndrome on opioid dose
reduction or cessation.

Based on typological classification and description of pri-
mary care patients with chronic pain on LTOT,? it is reasonable
to hypothesize that having >100 MMED opioid dose and/or
significant pain dysfunction, aberrancies and misuse, psychiat-
ric burden, and prior history of or active SUD offers an easy
cutoff for primary care providers (PCPs) to identify these diffj-
cult-to-manage patients with high likelihood of CPD that may
cause significant persistent adverse effects with opioid dose
tapering. Real-life experiences suggested that attempt at opioid
taper is difficult in patients with chronic pain and high opioid
doses. These patients may have little insight into the role
opioids are playing in their current state and thus may have lit-
tle motivation and significant fear related to making a change.

Treatment approach in complex persistent dependence

Among those who develop significant CPD on LTOT, escala-
tion of opioid doses for better pain control can often paradoxi-
cally result in worsening pain and poor functionality. At this
stage, pain, insomnia, and affective instabilities are largely the
Symptomatic expressions of CPD (Box 4, patient story 4). A
therapeutic focus on these peripheral symptoms without ade-
quate management of dependence is unlikely to yield clinical
success and often leads to potentially dangerous psychoactive
polypharmacy, including antidepressants, antipsychotics, ben-
zodiazepines, muscle relaxants, z-drugs, and stimulants.

Buprenorphine, a useful tool in complex persistent
dependence

Buprenorphine, a partial mu-opioid agonist with a ceiling effect
on side effects such as sedation, constipation, and hedonic
properties, but no clinically relevant ceiling effect on analgesia,
Is emerging as 2 helpful analgesic agent in patients with poorly
controlled chronic pain with full agonist opioids such as mor-
phine, oxycodone, fentanyl, and hydromorphone. It offers
good analgesia and effective treatment of dependence through
its long half-life.**~* These properties can allow the patient to
stop the full agonist opioid therapy that is potentially worsen-
ing the pain and function through CPD, and switch to bupre-
norphine, which is associated with lower levels of dependency
and comparatively higher levels of safety. Once transitioned to
buprenorphine, it can either be continued or tapered in a slow
fashion that is often more comfortable to the patient.

We have found buprenorphine dosed multiple times a day
(also known as split dosing, e.g., 8 mg 2-4 times a day) to be
effective for many patients with chronic pain and CPD. Patients
have to discontinue other opioids at least 8-12 hours before ini-
tiating buprenorphine to avoid induced withdrawals. Stopping
the opioids in evening and initiating buprenorphine next
morning is an easy strategy. A switch from methadone is often
better tolerated when it is 40 mg or below daily dose. Home-
based induction is convenient, patient friendly, and less
resource intense when compared with office-based induction
and is safe when deployed with proper education and support,



Downloaded by [Yale University] at 08:10 18 October 2017

8 (&) A MANHAPRAETAL.

Close patient-centered engagement with their providers is
an integral part of their effective treatment. Both patients and
providers need education regarding chronic pain and opioid
dependence/tolerance. Psychotherapies focused on chronic
pain and opioid dependence can be effective. Other multimodal
therapies for chronic pain may be more acceptable to treat-
ment-resistant patients with chronic pain after the affective
dynamism or protracted abstinence are ameliorated with ade-
quate treatment of CPD with buprenorphine, Details of the
progress of archetypal patient and other patients with treat-
ment of CPD is provided in Boxes 1, 3, and 4.

Methadone also can be helpful,”* especially when buprenor-
phine is not tolerated by patient or available. But, full agonist prop-
erties raise the problem of worsening CPD with time, which is less
of a problem with buprenorphine. Unlike the general assumption,
a special “X” license is not required for use of sublingual formula-
tions of buprenorphine for pain, and the Drug Enforcement
Agency (DEA) does not prohibit the use of sublingual buprenor-
phine formulations for treatment of pain.” In fact, the Substance
Abuse and Mental Health Services Administration (SAMHSA)
guidelines on buprenorphine in opioid addiction (TIP 40, page 76)
endorses that OUD patients with uncontrolled pain can be treated
with split doses of buprenorphine in settings outside of substance
abuse treatment program such as primary care clinics or specialty
clinics if indicated.** However, misinformed local insurance and
pharmacy formulary restrictions may often disallow such use of
buprenorphine for pain, In that case, we recommend making a
clinical diagnosis of opioid dependence collaboratively with the
patient and then starting the buprenorphine substitution when
indicated. More recently, transdermal and buccal formulations of
buprenorphine have been approved by the Food and Drug Admin-
istration (FDA) for pain management, and clintcal experience is
growing with these medications,

A proportion of patients with CPD may not tolerate bupre-
norphine or methadone and will not be a safe candidate for
methadone treatment. In these patients, providers and patients
are often left with the hard choice of continuing full agonist
opioids, acknowledging the risks involved or choosing the diffi-
cult task of slow opioid tapering. If opioids are continued, we

recommend managing pain exclusively with scheduled opioid
doses, preferably long-acting ones, avoiding as needed doses
for breakthrough pain.

A patient-centered opioid taper pian

Many with simple dependence or CPD, especially those on low
daily dose and low psychiatric comorbidity, may tolerate opioid
taper (Box 4, patient story 5). When starting an opioid taper plan,
it is particularly important to define what “success” in an opioid
taper means. It should be much more than a simple reduction in
dose. An opioid taper can be considered successful only if the
probable risk improvement with dose reduction can be balanced
with the degree of achievement of goals that are important to
patient, namely, stability or improvement in pain and function,
avoiding instability and harm related to medical, psychiatric, and
psychological conditions and avoiding significant protracted
abstinence syndrome. The process should also assure that patents
feels that they are treated with dignity and respect, are involved in
decision process, and remain engaged in continued treatment.™
Patient involvement in decision and taper plan with support and
psychoeducation is critical to its success (Box 4, patient story 6}.
Forced involuntary tapers can result in poor outcomes and
patients feeling abandoned (Boxes 1, 3, and 4).°

Ifan opioid taper is considered in patients maintained on LTOT
for many years, based on our dinical experience, we propose an
opioid taper plan as illustrated in Figure 3 that offers 2 pathways
based on the patient’s current daily opioid dose. As stated above,
=100 MMED opioid dose and/or significant pain dysfunction,
aberrancies and misuse, psychiatric burden, and prior history of or
active SUD offers an easy cutoff to identify high likelihood of CPD
that may cause significant persistent adverse effects with opioid
dose tapering. Among those with opioid dose of >100 MMED
and/or significant psychiatric comorbidity, pain dysfunction, and
opioid aberrancy, = rotation to the partial agonist buprenorphine,
followed by a taper, is the preferred way, whereas a full agonist opi-
oid taper can be tried among those on <100 MMED and/or with
low psychiatric comorbidity, pain dysfunction, and aberrant behav-
or. If the full mu-agonist taper fails, the patient can be rotated to
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Figure 3, A patient-centered opioid tapering plan,
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buprenorphine and tapered (Box 4, patient story 6). If both taper
attempts fail, we recommend pain treatment maintenance with
buprenorphine (e.g, archetypal case). Although often stated as
easy and straightforward, opioid tapers can often become challeng-
ing. Attempts at opioid taper have to be realistically tempered by
the evidence that small studies have reported high failure rates with
both full agonist and buprenorphine-based opicid tapers.**** Clini-
cal trials are needed to further develop and test these approaches,

In some patients on LTOT, an opioid taper is much more a
complicated medical intervention than, for example, discontin-
uing a blood pressure medication because of the possibility of
significant protracted withdrawal symptoms developing in a
proportion of patients. Therefore, we recommend primary care
physicians embarking on tapering plan to be cognizant of this
serious adverse effect of opioid tapering and prepare contin-
gency plans if required. These real issues need to be discussed
with patient before starting opioid taper.

Conclusions

Many of the patients with chronic pain on LTOT exist between the
gray area between simple dependence and addiction. The patients
in this gray area probably have complex persistent dependence
with allostatic opponent effect causing worsening pain and func-
tion, sleep disturbance and psychiatric symptoms, and affective
dynamism causing fluctuation of these symptoms that drive opioid
need of the patient leading to aberrant behaviors. Opioid dose
reduction or cessation may lead to worsening of these symptoms
and pain and function due to development of protracted absti-
nence syndrome. This makes continuation and withdrawal of
LTOT infinitely complex and difficult therapeutic maneuvers for
the patients and providers. A management plan focused on the
syndrome of complex persistent dependence in addition to chronic
pain would be more successful in these patients, Awareness of the
science of neuroplastic changes associated with opioid dependence
and addiction and its interaction with psychiatric illness is neces-
sary for the good management of these patients. Theory-based
clinical research focused on opioid dependence/tolerance rather
than pain alone is lacking in this field and much needed.
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Opioids are commonly prescribed for pain. An estimated 20% of patients presenting to physician offices with noncancer pain  Views: 593 866
symptoms or pain-related diagnoses (including acute and chronic pain) receive an opioid prescription (7). in 2012, health V'ﬂgmﬁ&rggg
care providers wrote 259 milfion prescriptions far opioid pain medication, enough for every adutt in the United States to have downjaads
a bottle of pills (2). Cpioid prescriptions per capita increased 7.3% from 2007 to 2012, with opioid prescribing rates Metric Details
increasing more for family practice, general practice, and internal medicine compared with other specialties (3). Rates of

opioid prescribing vary greatly across states in ways that cannot be explained by the underlying health status of the population, highlighting the lack of
consensus among clinicians on how to use opioid pain medication (2},

Prevention, assessment, and treatment of chronic pain are challenges for health providers and systems. Pain might go unrecognized, and patients,
particularly members of racial and ethnic minority groups, women, the elderly, parsons with cognitive impairment, and those with cancer and at the end of life,
can be at risk for inadequate pain treatment (4). Patients can exparience persistent pain that is not wefl controlled. There are clinicat, psychological, and social
consequences associated with chronic pain including limitations in complex activities, lost work productivity, reduced quality of life, and stigma. emphasizing
the impertance of appropriate and compassicnate patient care (4). Patients should recsive appropriate pain treatment based on a careful consideration of the
benefits and risks of treatment options.

Chronic pain has been variably definad but is defined within this guidefine as pain that typically lasts >3 months or past the time of normal tissue healing (5).
Chronic pain can be the resuit of an underlying madical disease or condition, injury, medical treatment, inflammation, or an unknown cause (4). Estimates of
the prevalence of chronic pain vary, but it is clear that the number of persens experiencing chronic pain in tha United States is substantial, The 1999-2002
National Health and Nutrition Examination Survey estimated that 14.6% of adults have current widespread or localized pain lasting at least 3 months {(6).
Based on a survey conducted during 2001-2003 (7), the overall prevalance of common, predominantly musculoskelstal pain conditions (e.g., arthritis,
rheumatism. chronic back or neck problems. and frequent severe haadaches) was estimated at 43% among adults in the United States, although minimum
duration of symptoms was not specified. Mast recently, analysis of data from the 2012 National Healih Interview Study showed that 11.2% of adults report
having daily pain (8}. Clinicians should censider the full range of therapsutic options for the treatment of chronic pain. However, it is hard to estimate the
number of parsons who could potentially benefit from opicid pain medication long term. Evidence supports short-term efficacy of opioids for reducing pain and
improving functian in noncancer nociceptive and neuropathic pain in randomized clinical #rials iasting primarily £12 weeks (9, 10), and patients receiving opicid
therapy for chronic pain report some pain relief when surveyed {17~13). However, few studies have been conducted to rigorously assess the long-term
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benefits of opioids for chronic pain (pain lasting >3 months) with cutcomes examined at least 1 year later (4). On the basis of data available from health
systems, researchers estimate that 9.6-11.5 million adulis, or approximately 3%—4% of the adult U.S. population, were prescribed long-tsrm opioid therapy in

2005 (15).

Opicid pain medication use presents serious risks, including overdose and opioid use disorder, From 1999 to 2014, more than 165,000 persons died from
overdose related to opicid pain medication in the United States (76). In the past decads, while the death rates for the top leading causes of death such as
heart disease and cancer have decreased substantially, the death rate associated with opioid pain medication has increased markedly (17). Sales of opioid
pain medication have increased in parallel with opioid-related overdose deaths (18). The Drug Abuse Warning Network estimated that >420,000 emargency
department visits were related to the misuse or abuse of narcotic pain relievers in 2011, the most recent year for which data are available (19). Although
clinical criteria have varied over time, opioid use disorder is a problematic pattern of opioid use leading to clinically significant impairment or distress. This
disorder is manifested by specific criteria such as unsuccessful efforts fo cut down or control use and use resulting in social problems and a faiture 1o fulfil
major role obfigations at work, school, or home {20). This diagnesis has also been referred to as "abuse or dependence” and "addiction” in the literature, and
is different from tolerance (diminished response to a drug with repeated use) and physical dependence (adaptation to a drug that producss symptoms of
withdrawal when the drug is stopped), both of which can exist without a diagnosed disorder. In 2013, on the basis of DSM-IV diagnosis criteria, an estimated
1.9 million persons abused or were dependent on prescription opioid pain medication (27). Having a history of a prescription for an opicid pain medication
increases the risk for overdose and opioid use disorder (22-24), highlighting the value of guidance on safer prescribing practices for clinicians. For example, a
recent study of patients aged 15-64 years receiving opioids for chronic noncancer pain and followed for up to 13 years revealed that one in 550 patients died
from opioid-related overdose at a median of 2.6 years from their first opioid prescription, and one in 32 patients who escalated to opicid dosages >200
morphine milligram equivalents (MME} died from opicid-retated overdose (25).

This guideline provides recommendations for the prescribing of opicid pain medication by primary care clinicians for chronic pain {i.e., pain conditions that
typically last >3 months or past the time of normal tissue heaiing) in outpatient setlings outside of active cancer treatment, palliative care, and end-of-life care.
Although the guideline does not focus broadly cn pain management, appropriate use of long-term opioid therapy must be considered within the context of all
pain management strategies (including nonapicid pain medications and nonpharmacologic treatments). CDC’s recommandations are made on the basis of a
systematic review of the best available evidence, along with input from experts, and further review and deliberation by a federally chariered advisory
committee. The guideline is intended to ensure that clinicians and patients consider safer and more effective treatment, improve patient outcomes such as
reduced pain and improved function, and reduce the number of persons who develop opioid use disorder, overdose, or experience other adverse events
related to these drugs. Clinical decision making should be based on a relationship betwsen the clinician and patient, and an understanding of the patient's
clinical situation, functioning, and life context. The recommendations in the guidsline are voluntary, rather than prescriptive standards. They are based on
emerging evidence. including observational studies or randomized clinical {rials with notable limitations. Clinicians should congider the circumstances and
unigue needs of each patient when providing care.

Rationale

Primary care clinicians report having concerns about opioid pain medication misuse, find managing patients with chronic pain stressful, express concern about
patient addiction, and report insufficient training in prescribing opicids {26). Across specialties, physicians believe that cpioid pain medication can be effective
in controlling pain, that addiction is a common consequence of prolonged use, and that long-term opioid therapy often is overprescribed for patients with
chronic noncancer pain (27). These attitudes and beliefs, combined with increasing trends in opicid-related overdose, underscore 1he need for better clinician
guidance on opioid prescribing. Clinical practice guidelines focused on prescribing can improve clinician knowledge, change prescribing practices (28). and
ullimately benefit patient health.

Professional organizations, states, and federal agencies (e.g., the American Pain Society/American Academy of Pain Medicine, 2008; the Washington Agency
Medical Directors Group, 2015; and the U.S. Department of Veterans Affairs/Department of Defense, 2010) have developed guidelines for opioid prescribing
{29-31}. Existing guidelines share some common slements, including desing thresholds, cautious titration, and risk mitigation strategies such as using risk
assessment teols, treatment agreements, and urine drug testing. However, there is considerable variability in the specific recommendations (e.9., range of
dosing thresholds of 80 MME/day to 200 MME/day}, audience (e.g., primary care clinicians versus specialists), use of evidence (e.g., systematic review,
grading of evidence and recommendations, and role of expert opinion), and rigor of methods for addressing conflict of interest (32). Most guidelines, especially
those that are not based on evidence from scientific studies published in 2010 or later, alsc do not reflect the most recent scisntific evidence about risks
related to opicid dosage.

This CDC guideline offers clarity on recommendations based an the most recent scientific evidence, informed by expert opinion and stakeholder and public
input. Scientific research has identified high-risk prescribing practices that have contributed to the averdose epidemic (e.g., high-dose prescribing, overlapping
opicid and benzodiazepine prescriptions, and extended-release/long-acting {ER/LA] opioids for acute pain) (24,33,34). Using guidelines to address
problematic prescribing has the potential te optimize care and improve patient safety based an evidence-based practice {28), as well as reverse the cycle of
opioid pain medication misuse that contributes to the opiocid overdose epidemic.

Scope and Audience

This guideline is intended for primary care clinicians {e.g., family physicians and internists) who are treating patients with chronic pain {i.e., pain lasting >3
months or past the time of normal tissue healing) in cutpatient settings. Prescriptions by primary care clinicians account for nearly half of all dispensed opioid
prescriptions, and the growth in prescribing rates amang these clinicians has been above average (3). Primary care clinicians include physicians as well as
nurse practitionars and physician assistanis. Although the focus is on primary care clinicians, because clinicians work within team-based care, the
recommendations refer to and promote integrated pain management and collaborative working relationships with other providers {e.g., behavioral health
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providers, pharmacists, and pain management specialists). Although the transition from use of opioid therapy for acute pain to use for chronic pain is hard to
predict and identify. the guideling is intended to inform clinicians who are considering prescribing opioid pain medication for painful conditions that can or have

become chronic.

This guideling is intended to apply to patients aged 218 years with chronic pain outside of palliative and end-of-life care. For this guideline, palliative care is
defined in a manner consistent with that of the Institute of Medicine as care that provides relief from pain and other symptoms, supports quality of life, and is
focused on patients with serious advanced iliness. Palliative care can begin early in the course of treatment for any serigus iliness that requires excellent
management of pain or other distressing symptoms (35), End-of-life care is defined as care for persons with a terminal iliness or at high risk for dying in the
near future in hospice care. hospitals, long-term care settings, or at home. Patients within the scope of this guideline include cancer survivars with chronic pain
who have completed cancer treatment, are in clinical remission, and are under cancer surveillance only. The guideline is not intended for patients undergoing
active cancer treatment, palliative care, or end-of-life care bacause of the unigue therapeutic goals, ethical considerations, opportunities for medical
supervision, and balance of risks and benefits with opioid therapy in such care.

The recommendations address the use of opioid pain medication in certain special populations {e.g., older adults and pregnant women) and in populations
with conditions posing special risks (e.g., a history of substance use disorder). The recommendations do not address the use of opioid pain medication in
children ar adolescents aged <18 years. The available evidence concerning the benefits and harms of long-term opioid therapy in children and adolescents is
limited, and few opicid medications provide information on the label regarding safety and effectiveness in pediatric patients. However, observational research
shows significant increases in opioid prescriptions for pediatric pepulations from 2001 {0 2010 {36), and a large proportion of adolescents are commonly
prescribed opicid pain medications for conditions such as headache and sports injuries (e.g., in one study, 50% of adolescents presenting with headache
received a prescription for an opicid pain medication) (37, 38). Adolescents who misuse opioid pain medication often misuse medications from their own
previous prescriptions (38), with an estimated 20% of adolescents with currently prescribed opicid medications reporting using them intentionally to get high or
increase the effects of alcohol or other drugs (46). Use of prescribed opioid pain medication before high school graduation is associated with a 33% increase
in the risk of later opioid misuse {47}. Misuse of opicid pain medications in adolescence strongly predicts later onset of hergin use (42). Thus, risk of opioid
medication use in pediatric populations is of great concern. Additicnal clinical trial and cbservational research is needed, and encouraged, fo inform
development of future guidelines for this critical population.

The recommendations are not intended to provide guidance on use of opioids as part of medication-assisted treatment for opioid use disorder. Some of the
recommendaiions might be relevant for acute care settings or other specialists, such as emergency physicians or dentists, but use in these settings or by
other specialists is not the focus of this guideline. Readers are referred to other sources for prescribing recommendations within acute care settings and in
dental practice, such as the American College of Emergency Physicians’ guideline for prescribing of opioids in the emergency department (43); the American
Society of Anesthesiologists' guideline for acute pain management in the perioperative setting (44); the Washington Agency Madical Directors' Group
Interagency Guideline on Prescribing Opiotds for Pain, Part |I: Prescribing Opioids in the Acute and Subacute Phase (30); and the Pennsylvania Guidelines on
the Use of Opioids in Dental Practice (45). In addition, given the challenges of managing the painful complications of sickle cell disease. readers are referred
to the NIH National Hear, Lung, and Blood Institute's Evidence Based Management of Sickle Cell Disease Expert Panel Report for management of sickle call
disease (46).

Guideline Development Methods Top

Guideline Development Using the Grading of Recommendations Assessment, Development, and Evaluation Method

CDC developed this guideline using the Grading of Recommendations Assessment, Development, and Evaluation (GRADE) method

{hitp: {www. gradeworkinggroup.org (hitp:/www.gradeworkinggroup.org) ). This method specifies the systematic review of scientific evidence and ofiers a
transparent approach te grading quality of evidence and strength of recommendations. The method has been adapted by the CDC Advisory Committee on
[tmmunization Practices (ACIP) (47). CDC has applied the ACIP translation of the GRADE framework in this guideline. Within the ACIP GRADE framework,
the body of evidence is categorized in & hierarchy. This hierarchy reflects degree of confidence in the effect of a clinical action on health outcomes. The
categeries include type 1 evidence (randomized clinical trials or overwhelming evidence from observational studies), type 2 evidence {randomized clinical
trials with important limitations, or exceptionally strong evidence from observational studies), type 3 evidence (observational studies or randomized clinical
trials with notable limitations), and type 4 evidence (clinical experience and cbservations, observaticnal studies with important limitations, of randomized
clinical trials with several major limitations). Type of evidence is categorized by study design as well as limitations in study design or implementation,
imprecision of estimates, variability in findings, indirectness of evidence, publication bias, magnitude of treatment effects, dose-response gradient, and a
constellation of plausible biases that could change observations of effects. Type 1 evidence indicates that one can be very confident that the true effect lies
close to that of the estimate of the effect; type 2 evidence means that the true effect is likely to be close to the estimate of the effect, but there 1s a possibility
that it is substantially different; type 3 evidence means that confidence in the effect estimate is fimited and the true effect might be substantially diffarant from
the estimate of the effect; and type 4 evidence indicates that one has very littla confidence in the effect estimate, and the true effect is likely to be substantially
different from the estimate of the effect (47,48). When na studies are present, evidence is considered 1o be insufficient. The ACIP GRADE framework places
recommandations in two categories, Caiegory A and Category B, Four major factors determine the category of the recommendation: the quality of evidence,
the balance betwsen desirable and undesirabie effects, values and preferences, and resourcs allocation (cost). Category A recommendations apply o all
persons in a spacified group and indicate that most patients should receive the recommended course of action. Category B recommendations indicate that
there should be individual decision making; different choices will be appropriate for different patients, so clinicians must help patients arrive at a decision
consistent with patient values and preferences, and specific clinical situations (47}. According to the GRADE methodology, a particular quality of evidence
does noi necessarily imply a particuiar strength of recommendation (48-50). Category A recommendations can be made based on type 3 or type 4 avidence
when the advantages of a clinical action greatly outweigh the disadvantages based on a consideration of benefits and harms, values and preferences, and
costs. Category B recommendations are made when the advantages and disadvantages of a clinical action are more balanced. GRADE methodology Is
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discussed extensively elsewhere (47,57}, The U.S. Preventive Services Task Force (USPSTF) follows different methods for develeping and categorizing
recommendations (http://www.uspreventiveservicestaskforce org (httn./fwww uspreventiveservicestaskforce or }. USPSTF recommendations focus on
preventive services and are calegorized as A, B, C, D, and |. Under the Affordable Care Act, alt “nongrandfatherec” health plans (that is. those health plans
rot in existence prior to March 23, 2010 or those with significant changes to their coverage) and expanded Medicaid plans are required to cover preventive
services recommended by USPSTF with a category A or B rating with no cost sharing. The coverage requirements went into effect September 23, 2010.
Similar requirements are in place for vaccinations recommended by ACIP, but do not exist for other recommendations made by CDC, including
recommendations within this guideling.

A previously published systematic review sponsored by the Agency for Healthcare Research and Quality (AHRQ) on the effectivensss and risks of long-term
opfald treatment of chranic pain (74,52) initially served to directly inform the recommendation statements. This systematic clinical evidence review addressed
the effectiveness of long-term opioid therapy for outcomes related to pain, function, and quality of life; the comparative effectiveness of different methods for
initiating and titrating opioids; the harms and adverse events associated with opioids; and the accuracy of risk-prediction instruments and effectiveness of risk
mitigation strategies on outcomes related to overdose, addiction, abuse, or misuse. For the current guideline developmant, CDC conducted additional
literature searches fo update the evidence review to include more recently available publications and to answer an additional clinical question about the effect
of opioid therapy for acute pain on long-term use. More details about the literature search strategies and GRADE methods applied are provided in the Clinical
Evidence Review (hitp://siacks.cdc.goviview/cde/38026 (hitp://stacks cde.goviview/cdc/38028)). CDC developed GRADE evidence tables to illustrate the
quality of the evidence for each clinical question.

As identified in the AHRQ-sponsored clinical gvidence review, the overall evidence base for the effectiveness and risks of long-term opioid therapy is low in
quality per the GRADE criteria. Thus, contextual evidence is needed to provide infarmation about the benefits and harms of nenpharmacologic and nonopioid
pharmacalogic therapy and tha epidemiclogy of opicid pain medication overdose and inform the recommendations. Further, as elucidated by the GRADE
Waorking Group, supplemental information on clinician and patient values and preferences and resource allocation can inform judgments of benefits and harms
and be helpful for translating the evidence into recommendations. COC conducted a contextual evidence review to supplement the dlinical evidence review
based on systematic searches of the literature. The review focused on the following four areas: effectiveness of nonpharmacologic and nonopicid
pharmacolegic treatments; benefits and harms related to opioid therapy (including additicnal studies not included in the clinical evidence review such as
studies that evaluated outcomes at any duration or used observational study designs related to specific opioid pain medications, high-dose opioid therapy, co-
prescription of opicids with other controlled substances, duration of opicid use, special populations, risk stratification/mitigation approaches, and effectiveness
of treatments for addressing potential harms of opioid therapy); clinician and patient values and preferences; and resource allocation. CDC constructed
narrative summaries of this contextual evidence and used the information to support the clinical recommendations. More details on methods for the contextual
evidence review are provided in the Contextual Evidence Review (hitp:/fsiacks.cde yuviview/ode/38027 (hitp://stacks.cde.goviview/cdc/38027)).

On the basis of a review of the clinical and contextual evidence (review methods are described in more detail in subsequent sections of this report), CDC
drafied recommendation statements focused on determining when to initiate or continue opioids for chronic pain; opioid selection, desage, duration, follow-up.
and discontinuation; and assessing risk and addressing harms of opioid use. To help assure the drafi guideline’s integrity and credibility, CDC then began a
multistep raview process to obtain input from experts, stakeholders, and the public to help refine the recommendations.

Solicitation of Expert Cpinion

CDC sought the input of experts to assist in reviewing the evidence and providing perspective on how CDC used the evidence to develop the draft
recommendations. These experts, referred 1o as the ‘Core Expert Group” (CEG) included subject matter experts, representatives of primary care professional
societies and state agencies, and an expert in guideline development methodology.* CDC identified subject matter experts with high scientific standing;
appropriate academic and clinical training and relevant clinical experience; and proven scientific excellence in opioid prescribing, substance use disorder
treatment, and pain management. CDC identified representatives from #eading primary care professional organizations tc represent the audience for this
quideline. Finally, CDC identified state agency officials and representatives based on their experience with state guidelines for opioid prascribihg that were
developed with multiple agency stakeholders and informed by scientific literature and existing evidence-based guidelines.

Prior fo their participation, CDC asked potential experts to reveal possible conflicts of interest such as financial relationships with indusiry, intellectual
preconceplions, or previously stated public positions. Experts could not serve if they had conflicts that might have a direct and predictable effect on the
recommendations. CDC excluded experts who had a financial or promoticnal relationship with a company that makes a product that might be affecied by the
guideline. CDC reviewed potential nonfinancial cenflicts carefully (e.g.. intellectual property, travel, public statements or positions such as congressional
testimony) to determine if the activities would have a direct and predictable effect on the recommendations. CDC determined the risk of these types of
activities to be minimal for the identified experts. Afl experts completed a statement certifying that there was no potential or actual conflict of interest. Activities
that did not pose a conflict (e.g., participation in Food and Drug Administration [FDA] activities or other guideline efforts) are disclosed.

CDC provided to sach expert written summaries of the scientific evidence {both the clinical and contextual evidence reviews conducted for this guideline) and
CDC's draft recommendation statements. Experis provided individual ratings for each draft recommendation statement based on the balance of benefits and
harms. svidence strength, certainty of values and preferences, cost, recommendation strength, ratienale, importance, clarity, and ease of implementation
CDC hosted an in-persan meeting of the experts that was held on June 23-24, 2015, in Atlanta, Georgia, to seek their views on the evidence and draft
recommendations and to batter understand their premeeting ratings. CDC sought the experts' individual opinions at the meeting. Although there was
widespread agresment on soma of the recommendations, there was disagreemant on others. Experts did not vote on the recommendations or seek 1o come
to a consensus. Decisions about recommendations to be included in the guideline, and their rationale, were made by CDC. After revising the guidsline, COC
sent written copies of it to each of the experts for review and asked for any additional comments; CDC reviewed these writien comments and considered them
when making further revisions to the draft guideline. The experts have not reviewed the final version of the guidetine.
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Federal Partner Engagement

Given the scope of this guideline and the interest of agencies across the federal government in appropriate pain management. opioid prescribing, and related
outcomes, COC invited its National Institute of Occupationat Safety and Health and CDC's fedsral partners to observe the expert meeting, provide written
comments on the full draft guideline after the meeting, and review the guidstine through an agency clearance process; CDC reviewed comments and
incorporated changes. Interagency collaboration will be critical for translating these recommandations into clinical practice. Federal partners included
representatives from the Substance Abuse and Menial Health Services Administration, the National Institute on Drug Abuse, FDA, the U.S. Department of
Veterans Affairs, the U.S. Department of Defense, the Office of the National Coordinator for Health Information Technology, the Centers for Medicare and
Medicaid Services, the Health Rescurces and Services Administration, AHRQ, and the Office of National Drug Controt Policy.

Stakeholder Comment

Given the Importance of the guideline for a wide variety of stakeholders, CDC also invited review from a Stakeholder Review Group (SRG) to provide
comment so that CDC could consider medifications that would improve the recommendations’ specificity, applicability, and ease of implementation. The SRG
included representatives from professional organizations thai represent specialties that commonly prescribe opicids (e.g., pain madicine, physical medicine
and rehabilitation), delivery systems within which opiocid prescribing occurs (e.g., hospitals), and represeniation from community organizations with interests in
pain management and opioid prescribing.” Representatives from each of the SRG organizations were provided a copy of the guideline for comment. Each of
these representatives provided written comments. Once input was received from the full SRG, CDC reviewed all comments and carefully considered them

when revising the draft guideline

Constituent Engagement

To obtain initial perspectives from constituents on tha recommendation statements, including clinicians and prospective patients, CDC convened a constituent
engagement webinar and circulated information about the webinar in advance through announcements to partners. CDC hosted the webinar on September 16
and 17, 2015, provided information abaut the methodology for developing the guideline, and presented the key recommendations. A fact sheet was posted on
the CDC Injury Center website (hitp:/fwww.cde.govfinjury (http://www.cdc.gov/injury}} summarizing the guideline development process and clinical practice
areas addressed in the guidaling: instructions were included on how to submit comments via email. CDC received comments during and for 2 days following
the first webinar. Qver 1,200 constituent comments were received. Comments were reviewed and carefully considarad when revising the draft guideline.

Peer Review

{(hitps:/Avww. whitehouse gov/sites/defaultfiles/omb/memorandafy2005/m05-03.pdf) ), peer review requirements applied to this guideline because it
provides influential scientific information that could have a clear and substantial impact on public- and private-sector decisions. Three experts independently
reviewed the guideline to determine the reasonableness and strength of recommendations; the clarity with which scientific uncertainties were clearly identified,
and the raticnale, impertance, clarity, and ease of implementation of the recommendations.* CDC selected peer reviewers based on expertise, diversity of
scientific viewpoints, and indepandence from the guideline development process. CDC assessed and managed potential conflicts of interest using a process
simitar to the one as described for solicitation of expert opinion. No financial interests were identified in the disclosure and review process, and nonfinanciat
activifies were determined te be of minimal risk; thus, no significant conflict of interest concerns were identified. COC placed the names of peer reviewers on
the CDC and the National Center for Injury Prevention and Control Peer Review Agenda websites that are used to provide information about the peer review
of influential decuments. CDC reviewed peer review comments and revised the draft guideline accordingly.

Per the final information quality bulletin for peer review (hitps://www.whitehouse. gov/sites/defaultifilesiomb/memaranda/fy2005/m05-03.pdf

Public Comment

To obiain comments from the public on the full guideline, CBC published a notice in the Federal Register (80 FR 77351) announcing the availability of the
guideline and the supporting clinical and contextual evidence reviews for public comment. The comment period closed January 13. 2016. CDC received more
than 4,350 comments from the general public, including patients with chronic pain, clinicians, families whe have lost loved ones to overdose, medica)
associations, professional organizations, academic institutions. state and local governments, and industry. CDC reviewed each of the comments and carefully
considered them when revising the draft guideline,

Federal Advisory Committee Review and Recommendation

The National Center for Injury Prevention and Control (NGIPC) Beard of Scientific Counsedors {(BSC) is a federal advisory commitiea that advises and makes
recommendations io the Secretary of the Department of Health and Human Services, the Director of CDC, and the Director of NCIPC * The BSC makes
recommendations regarding policies, strategies, objectives, and priorities, and reviews progress toward injury and violence prevention. CDC sought the BSC's
advice on the draft guidefine. BSC members are special government employees appointed as CDC advisory committee members; as such, all members
completed an OGE Form 450 to disclose relevant intergsts. BSC members also reported on their disclosures during meetings. Disclosures for the BSC are
reported in the guidefine.

To assist in guideline review, on December 14, 2015, via Federal Register notice, CDC anncunced the intent to form an Opicid Guideline Workgroup (OGW)}
to provide observations on the draft guidsline to the BSC. CDC provided the BSC with the draft guideline as well as summaries of comments provided to CDC
by stakeholders, constituents, and peer reviewers, and edits made te the draft guideline in response. During an open meeting held on January 7, 20186, the
BSC recommended the formatian of the OGW. The QGW included a baiance of perspectives from audiences directly affected by the guideline, audiencas that
would be directly Involved with implementing the recommendations, and audiences qualified to provide representation. The OGW comprised clinicians, subject
matier experts, and a patient representative, with the following perspectives repressnted: primary care, pain medicine, public health, behavioral health,
substance abuse treatment, pharmacy, patients, and research.* Additional sought-after attributes were appropriate academic and clinical training and relevant
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clin:cal experience; high scientific standing. and knowledge of the patient, clinician, and caregiver perspactives. In accordance with CDC policy, two BSC
committee members also served as OGWY members. with one serving as the OGW Chair. The professional credentials and interests of OGW members were
carefully reviewed to identify possible conflicts of interest such as financial relationships with indusiry, intellactual preconceptions, or previously stated public
positions. Only OGW members whose interests wers determined to be minimal were selected. When an activity was perceived as having the potential to
affect a specific aspect of the recommandations, the activity was disclosed, and the OGW member was recused from discussions related 1o that specific
aspect of the recommendatiens {e.g., urine drug testing and abuse-deterrent formulations). Disclosures for the OGW are reported. CDC and the OGW
identified ad-hoc consultants to supplement the workgroup expertise, when needed, in the areas of pediatrics, cccupational medicine, obstetrics and
gynecelogy, medical ethics, addiction psychiatry, physical medicine and rehabilitation. guideline devetopment methodology. and the perspective of a family
member who lost a loved one to opicid use disorder or overdose.

The BSC charged the OGW with reviewing the quality of the clinical and contextual evidence reviews and reviewing each of the recommendation statemeants
and accompanying rationales. For each recemmendation statement, the QGW considered the quality of the avidence, the balance of benefits and risks, the
values and preferences of clinicians and patients, the cost feasibility, and the category designation of the recommendation {A or B). The OGW also reviewed
supplementary documents, including input provided by the CEG, SRG, peer reviewers, and the public. OGW members discussed the guidslineg accordingly
during virtual meetings and drafted a summary report of members’ observations, including points of agreement and disagreement, and delivered the report to
the BSC

NCIPC announced an open meeting of the NCIPC BSC in the Federal Register on January 11, 2015. The BSC met on January 28, 2016, to discuss the OGW
report and deliberate on the drafi guideline itself. Members of the public provided comments at this mesting. After discussing the QGW report, deliberating on
specific issues about the draft guideline identified at the meeting, and hearing public comment, the BSC voted unanimously: to support the cbservations mada
by the OGW, that CDC adept the guideline recommendations that, according te the workgroup's report, had unanimous or majority support; and that CDC
further consider the guideline recommendations for which the group had mixed opinions. CDC carefully considered the OGW observations, public comments,
and BSC recommendations, and revised the guideline in response.

Summary of the Clinical Evidence Review Top

Primary Clinical Questions

CDC conducted a clinical systematic review of the scientific avidence to identify the effectiveness, benefits, and harms of long-ierm opicid therapy far chromnic
pain, consistent with the GRADE approach (47.48). Long-term opioid therapy is defined as use of opioids on mest days for >3 manths, A previously published
AHRQ-funded systematic review on the effectiveness and risks of long-term opicid therapy for chranic pain comprehensively addressed four ciinical questions
(74.52). CDC, with the assistance of a methodology expert, searched the literature to identify newly published studies on these four original questions.
Because long-term opioid use might be affected by use of opieids for acute pain, CDC subsequently developed a fifth clinical question (last in the series
below). and in collaberation with a methodologist conducted a systematic review of the scientific evidence to address it. In brief, five clinical questions were

addressed

* The effectiveness of long-term opicid therapy versus placebo, no opioid therapy, or nenopioid therapy for long term (21 year) outcomes related to pain,
function, and guality of life, and how effectiveness varies according tc the type/cause of pain, patient demographics, and patient comorbidities (Key
Question [KQ] 1).

* The risks of opioids versus placebo or no opioids on abuse, addicticn, overdose, and other harms. and how harms vary according to the type/cause of
pain, patient demographics, patient comorbidities, and dose (KQ2).

+ The comparative effectiveness of opioid dosing strategies (different methods for initiating and titrating opioids; immediate-release versus ER/LA opicids,
different ER/LA opioids, immediate- release plus ER/LA opicids versus ER/LA opicids alone; scheduled, continuous versus as-needed doesing; dose
gscalation versus dose maintenance; opioid rotation versus maintenance; different strategies for treating acute exacerbations of chronic pain; decreasing
opioid doses or tapering off versus continuation; and diffarent tapering pretocels and strategies} (KQ3).

= The accuracy of instrumeants for predicting risk for opicid overdose, addiction, abuse, or misuse; the effectiveness of risk mitigation sirategies {use of risk
prediction instruments). effectiveness of risk mitigation strategies including opicid management plans, patient education, urine drug testing, prescription
drug menitoring program (PDMP} data, monitoring instruments, monitering intervals, pill counts, and abuse-deterrent formulations for reducing risk for
opioid overdose, addiction, abuse, or misuse; and the comparative effectivenass of treatment sirategies for managing patients with addiction (KQ4).

+ The effects of prescribing opioid therapy versus not prascribing opioid therapy for acute pain on long-term use (KQS5).

The review was focused an the effectiveness of long-term opioid therapy on long-term (>1 year) autcomes related to pain, function, and quality of life to
ansure that findings are relevant to patients with chronic pain and leng-term opiod prescribing. The effectiveness of short-term opioid therapy has already
been established (10). However, opicids have unique sffects such as tolerance and physical dependence that might influence assessments of benefit over
time. These effects raise questions about whether findings on short-{erm effectiveness cf opioid therapy can be extrapoiated to estimate benefits of long-term
therapy for chrenic pain. Thus, it is important to consider studies that provide data on long-term benefit. For certain opioid-related harms (overdose, fractures,
falls, motor vehicle crashes), observational studies were included with cutcomes measured at sherer intervals because such outcomes can occur early during
opioid therapy, and such harms are not captured well in short-term clinical trials. A detailed listing of the key questions is provided in the Clinical Evidence
Review (htp./fstacks.cdc.gov/view/cdc/38026 {hitp:/istacks.cde.goviview/cdc/38026)).

Clinical Evidence Systematic Review Methods

Complete methods and data for the 2014 AHRQ report, upon which this updated systematic review is hased, have been published previously {(14,52). Study
authors developed the protocel using a standardized procass (53) with input from experts and the public and registered the protocol in the PROSPERO
database (54). For the 2014 AHRQ report, a research librarian searched MEDLINE, the Cochrane Central Register of Controlled Trials, the Cochrane
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Database of Systematic Reviews, PsyciNFO, and CINAHL for English-language articles published January 2008 through August 2014, using search terms for
opicid therapy, specific opicids, chronic pain, and comparative study designs. Alse included were relevant studies from an earlier review {70) in which
searches were conducted without a date restriction, reference lists were reviewed, and ClinicaiTrials.gov was searched. CDC updated the AHRQ literature
search using the same search sirategies as in the original review including studies published before April, 2015. Seven additional studies met inclusion criteria
and were added 1o the review. CDC used the GRADE approach outlined in the ACIP Handbook for Daveloping Evidence-Based Recommendations {47) to
rate the quality of evidence for the full body of evidenca (evidence from the 2014 AHRQ review plus the update) for each clinical question. Evidence was
categorized into the following types: type 1 {randomized clinical trials or overwhelming evidence from observational studies), type 2 (randomized clinical frials
with important limitations, or exceptionally strong evidence from observational studies), type 3 {observational studies. or randomized clinical trials with notable
limitations}, or type 4 (clinical experience and cbservations, observational studies with important limitations, or randomized clinical trials with several major
limitations). When ne studies were present, evidence was considered to be insufficient. Per GRADE methods, type of evidence was categorized by study
design as well as a function of imitations in study design or implementation, imprecision of estimates, variability in findings, indirectness of evidence,
publication bias, magnitude of freatment effects, dose-response gradient, and constellation of plausible biases that could change effects. Results were
synihesized gualitatively, highlighting new evidence identified during the update process. Meta-analysis was not attempted due to the small numbers of
studies. vanability in study designs and clinical heterogeneity, and methodolegical shertcomings of the studies. More detailed information about data sources
and searches. study selaction, data exiraction and quality assessment, data synthesis, and update search yield and new evidence for the current review is
provided in the Clinical Evidence Review (hitp://stacks. cdc.goviview/cdc/38026 (hitp:#siacks.cdc. apviview/cde/38026)).

Summary of Findings for Clinical Questions

The main findings of this updated review are consistent with the findings of the 2014 AHRQ report (14). In summary, evidence on long-term opioid therapy for
chronic pain outside of end-cf-life care remains limited, with insufficient evidence to determine long-term benefits versus no opioid therapy, though evidence
suggests risk for serious harms that appears to be dose-dependent. These findings supplement findings from a previous review of the effectiveness of opioids
for adults with chronic noncancer pain. In this previous review, based on randomized trials predominantly £12 weeks in duration, opioids were found io be
moderately effectiva for pain relief, with small benefits for functional outcames; although estimates vary, based on uncontrolled studies, a high percentage of
patients discontinued long-term opioid use because of lack of efficacy and because of adverse events (10).

The GRADE evidence summary with type of evidence ratings for the five clinical questions for the current evidenca review are outlined ( Table 1). This
summary is based on studies included in the AHRQ 2014 review (35 studies) plus additional studies identified in the updated search (seven studies).
Additionai details on findings from the original review are pravided in the full 2014 AHRQ report (74,52). Full details on the clinical evidence review findings

supporting this guideline are provided in tha Clinical Evidence Review {http:/#/stacks. cdc.goviview/cdc/38026 (http:/istacks.cde. goviviewicde/380286)).

Effectiveness

For KQ1. no study of opioid therapy versus placebo, ne opioid therapy, or nonopioid therapy for chronic pain evatuated long-term (21 year) outcomes related
to pain, function, or quality of life. Most placebo-controlled randemized clinical trials were <6 weeks in duration. Thus, the body of evidence for KQ1 is rated as
insufficient (0 studies contributing) (74).

Hamms

For KQ2, the body of evidence is rated as type 3 (12 studies contributing; 11 from the criginal review plus one new study). One fair-quality eohort study found
that long-term opioid therapy is associated with increased risk for an opioid abuse ar dependence diagnosis (as defined by ICD-9-CM codes) versus no opioid
prescription (22). Rates of opioid abuse or dependence diagnosis ranged from 0.7% with lower-dose (<36 MME) chronic therapy to 6 1% with higher-dose
(2120 MME) chronic therapy, versus 0.004% with no opioids prescribed. Ten fair-guality uncontrefled studies reported estimates of opioid abuse, addiction.
and related outcomes (55-65). In primary care settings, pravalence of opicid dependence (using DSM-IV criteria) ranged from 3% to 26% (55.56.59). In pain
clinic settings, prevalence of addiction ranged from 2% to 14% (57,58.60 61,63-658).

Factors associated with increased risk for misuse included history of substance use disorder, younger age, major depression, and use of psychotropic
medtcations (55,62). Twa studies reported on the association between opioid use and risk for overdose (66,67). One large fair-quality retrospective cohort
study found that recent opioid use was associated with increased risk for any overdose events and serious overdose events versus nonuse (66). it also found
higher doses associated with increased risk. Relative to 1-1¢ MME/day, the adjusted hazard ratio (HR} for any overdose event (consisting of mostly nontatal
overdose) was 1.44 Jor 20 to 49 MME/day, 3.73 for 50-99 MME/day, and 8.87 for 2100 MME/day. A similar pattern was cbserved for serious overdose. A
good-quality population-based, nested case-control study also found a dose-dependent association with risk for overdose death (67). Relative to 1-18
MME/day, the adjusted odds ratio (OR) was 1,32 for 20--49 MME/day, 1.92 for 50-89 MME/day, 2.04 for 100-199 MME/day, and 2.88 for 2200 MME/day.

Findings of increased fracture risk for current opioid use, versus nonuse, were mixed in two studies (68,62). Two studies found an association betwean opioid
use and increased risk for cardiovascular events (70,71). Indirect evidence was found for endocrinologic harms (increased use of medications for erectile
dysfunction or testosterane from one previously included study; laboraiory-defined androgen deficiency from one newly reviewed study) (72,73). One study
found that opigid dosages 220 MME/day were associated with increased odds of road trauma among drivers (74).

Opioid Dosing Strategies

For KQ3. the body of evidence is rated as type 4 (14 studies contributing; 12 from the original review plus two new studies). For initiation and titration of
oploids, the 2014 AHRQ report found insufficient evidence from three fair-quality, open-label trials to determine comparative effectiveness of ER/LA versus
immediate-release opioids for ttrating patienis to stable pain control (75,76). One new fair-quality cohert study of Veterans Affairs patients found initiation of
therapy with an ER/LA opioid assaciated with greater risk for nonfatal overdose than initiation with an immediate-release opioid, with risk greatest in the first 2

weeks after initiation of treatment (77}
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For comparative effectiveness and harms of ER/LA opioids, the 2014 AHRQ report included three randomized, head-to-head rials of various ER/LA opioids
that found no clear differences in 1-year outcomas related to pain or function (78-80) but had methodelegical shorteomings. A fair-quality retrospective cohort
study based on national Veterans Health Administration system pharmacy data found that methadone was associated with lower evarall risk for all-cause
mortality versus morphine (87). and a fair-quality retrospective cohort study based on Oregon Medicaid data found no statistically significant differences
between methadone and tong-acting morphine in risk for death or overdose symptoms (82}. However, a new observational study (83) found methadone
associated with increased risk for overdose versus sustained-release morphine among Tennessee Medicaid patients, The cbserved inconsistency in study
findings suggests that risks of methadone might vary in different settings as a function of different monitoring and management protocols, though more
research is needed to understand factors associated with safer methadene prescribing.

For dose escalation, the 2014 AHRQ report included one fair-quality randomized trial that found no diffarences between more liberal dose escalation and
maintenance of current doses after 12 manths in pain, function, all-cause withdrawals, or withdrawals due to opioid misuse (84). However, the differencs in
opioid dosages prescribed at the end of the trial was relatively small (mean 52 MME/day with more liberal dosing versus 40 MME/day). Evidence on other
comparisons related to opioid dosing strategies (ER/LA versus immediate-release opicids; immediate-release plus ER/LA opicids versus ER/LA opioids alone;
scheduled continucus desing versus as-needed dosing; or opicid rotation versus maintenance of current therapy; long-term effects of strategies for traating
acute exacerbations of chronic pain) was not available or too limited to determine effects on long-term clinical outcomes, For example, evidencs on the
comparative effectiveness of opioid tapering or discentinuation versus maintenance, and of different opicid tapering strategies, was limited to small, poor-
quality studies (85—87).

Risk Assessment and Mitigation

For KQ4, the body of evidence is rated as type 3 for the accuracy of risk assessment tools and insufficient for the effecliveness of use of risk assessment tools
and mitigation strategies in reducing harms (six studies contributing; four from the original review plus two new studies). The 2014 AHRQ report included four
studies (§8-97) on the accuracy of risk assessment instruments, administered prior 1o opicid therapy initiation, for predicting opivid abuse or misuse. Results
for the Cpicid Risk Tool (ORT) {§9-81) were extremely inconsistent; evidence for other risk assessment instruments was very sparse, and studies had
serious methedological shortcomings. One additional fair-quality (92) and one pocr-quality (93) study identified for this update compared the predictive
accuracy of the ORT, the Screener and Opioid Assessment for Patients with Pain-Revised (SOAPP-R), and the Brief Risk Interview. For the ORT, sensitivity
was 0.58 and 0.75 and specificity 0.54 and £.86. for the SOAPP-R, sensilivity was 0.53 and 0.25 and spscificity 0.62 and 0.73; and for the Brief Risk
Interview, sensitivity was 0.73 and 0.83 and specificity 0.43 and 0.88. For the ORT, positive likelihood ratios ranged from noninformative {positive likelihood
ratio close to 1) fo moderately useful (positive likelihcod ratio >5). The SOAPP-R was associated with noninformative likelihood ratios (estimates close to 1) in
both studies.

Ne study evaluated the effectiveness of risk mitigation strategies (use of risk assessment instruments, opicid management plans, patient education, urine drug
testing, use of PDMP data, use of monitaring instruments, more frequent monitoring intervals, pill counts, or use of abuse-deterrent formulaticns) for improving
outcomes related {o overdese, addiction, abuse, or misuse.

Effects of Opioid Therapy for Acute Pain on Long-Term Use

For KQ5, the body of evidence is rated as type 3 (two new studies contributing). Twe fair-quality retrospective cohort studies found opioid therapy prescribed
for acute pain associated with greater likelihood of long-tarm use. One study evaluated opioid-naive patients whe had undergone low-risk surgery, such as
cataract surgery and varicose vein stripping {84). Use of opicids within 7 days of surgery was associated with increased risk for use at 1 year. The other siudy
found that among patients with a workers’ compensation claim for acute low back pain, compared to patients who did not receive opicids early after injury
{defined as use within 15 days following onset of pain}, patiants who did receive early opicids had an increased likelihood of receiving five or more opioid
prescriptions 30730 days following onset that increased with greater early exposure. Versus no early opioid use, the adjusted OR was 2.08 (95% Ci = 1.55
—278) for 1-140 MME/day and increased to 6.14 (85% confidence interval [CI] = 4.92-7.66) for 2450 MME/day (95}.

Summary of the Contextual Evidence R eview Top

Primary Areas of Focus

Contexdual evidence is complementary information that assists in translating the clinical research findings inte recommendations. CDC conducted contextual
evidence reviews on four topics to supplement the clinical evidence review findings:

* Effectiveness of nonpharmacclogic (e.g., cognitive behavicral therapy [CBT], exercise therapy, interventional treatments, and multimedal pain treatment)
and nenopioid pharmacologic treatments (e.g., acetaminophen, nonsteroidal anfi-inflammatory drugs [NSAIDs), antidepressants, and anticonvulsants).
including studies of any duration,

* Benefits and harms of opicid therapy {including additiona! studies not included in the clinical evidence review. such as siudies that were not restricted to
patients with chronic pain, evaluated outcomes at any duration, performed ecological analyses, or used observaticnal study designs other than cohort and
case-cohort control studies) related to specific opioids, high-dose therapy. co-prescription with other controlled substances. duration of use, special
populations, and potential usefulness of risk stratification/mitigation appreaches, in addition to effectiveness of treatments associated with addressing
petential harms of opioid therapy (opioid use disorder).

* Clinician and patient values and prefarences related to cpioids and medication risks, bensfits, and use.

* Rescurce allecation including costs and economic efficiency of opicid therapy and risk mitigation strategies.

CDC also reviewed clinical guidelines that were relevant to opioid prescribing and could inform or complement the CDC recommendations under development
{e.g., guidelines cn nonphamacologic and nonopiocid pharmacologic treatments and guidelines with recommendations related to specific clinician actions such
as urine drug testing or opioid tapering protocols).
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Contextual Evidence Review Methods

CDC conducted a contextual evidence review to assist in developing the recommendations by providing an assessment of the balance of benefits and harms,
vatues and preferences. and cost. consistent with the GRADE approach. Given the public health urgency for developing opioid prescribing recommendations,
a rapid review was required for the contextual evidence review for the current guideline. Rapid reviews are used when there is a need to streamline the
systematic review process to obtain evidence quickly (96). Metheds used to sireamline the process include limiting searches by databases, years, and
languages considered. and truncating quality assessment and data abstraction protocols. CDC conducted “rapid reviews® of the contextual evidencs on
nonpharmacologic and nonepioid pharmacelogic treatments, benefits and harms, values and preferences, and resource aliocation.

Detailed information about contexiuat evidence data sources and searches, inclusion criterla. study selection, and data extracticn and synthesis are provided
in the Contexiuat Evidence Review (htip:/#/stacks.cdc.goviview/cde/38027 (hitp://stacks,cde.goviview/ede/38027)). In brief, CDC conducted systematic
Iteratura searches fo identify original studies, systematic reviews, and clinical guidetines, depending on the topic being searched. CDC also solicited
publication referrals from subject matter experts. Given the need for a rapid review process, grey literature (e.g., literature by academia. organizations, or
government in the forms of reports, documents, or proceedings not published by commercial publishers) was not systematically searched. Database sources.
including MEDLINE, PsycINFQ, the Cochrane Central Register of Controlled Trials, and the Cochrane Database of Systematic Reviews, varied by topic.
Multiple reviewers scanned study abstracts identified through the database searches and extracted relevant studies for review. CDC constructed narrative
summaries and tables based on relevant articles that met inclusion criteria, which are provided in the Contextual Evidence Review

(http.//stacks.cdc. goviview/cde/38027 (hitp:/istacks.cde. goviview/cdc/38027)).

Findings from the contextual reviews provide indirect evidence and should be interpreted accordingly. CDG did not fermally rate the quality of evidence for the
studies included in the contextual evidence review using the GRADE methed, The studies that addressed benefits and harms, vaiues and preferences, and
resource allocation most often employed observational methods, used short follow-up periods, and evaluated selected sarmples. Therefore the strength of the
evidence from these contextual review areas was considered to be low, comparable to type 3 or type 4 svidencs. The quality of evidence for nancpioid
pharmacelogic and nonpharmacologic pain treatments was generally rated as moderate, comparable o type 2 evidence, in systematic reviews and clinical
guidelines (e.g., for treatment of chronic neurcpathic pain, low back pain, osteoarthritis, and fibromyalgia), Similarly, the quatity of evidence on pharmacolegic
and psychosocial oploid use disorder freatment was generally rated as moderate, comparable to type 2 evidence, in systematic reviews and clinical

guidelines,
Summary of Findings for Contextual Areas

Full narrative reviews and tables that summarize key findings from the contextual evidence review are provided in the Contextuat Evidance Review

(hitp:/fstacks.cdo.goviview/cde/38027 (hitp:/fstacks. cdc. noviview/cdc/38027)).

EHectiveness of Nonpharmacologic and Nonopioid Phamacologic Treatments

Several nonpharmacologic and nonopicid pharmacelogic treatments have been shown to be effective in managing chronic pain in studies ranging in duration
from 2 weeks to 6 months. For example, CBT that trains patients in behavioral techniques and helps patients modify situational factors and cognitive
processes that exacerbate pain has small positive effects on disability and catastrophic thinking {97). Exercise therapy can help reduce pain and improve
function in chronic low back pain {98), improve function and reduce pain in osteoarthritis of the knee (99) and hip (7100), and improve wel-being, fibromyalgia
symptoms. and physical function in fibromyalgia (707). Mullimodal and multidisciplinary therapies (e.g.. therapies that combine exercise and related therapies
with psychologically based approaches) can help reduce pain and improve function more effectively than single modalities (702, 103). Nonopieid
pharmacolegic approaches used for pain include analgesics such as acetaminophen, NSAIDs, and cyclooxygenase 2 (COX-2) inhibitors; selected
anticonvulsants; and selected antidepressants (particularly tricyclics and serotonin and norepinephrine reuptake inhibitors [SNRIs]). Multiple guidelines
recommend acetaminophen as first-line pharmacotherapy for osteoarthritis (704—709) or for low back pain (170) but nota that it should be avoided in liver
failure and that dosage should be reduced in patients with hepatic insufficiency or a history of alcohol abuse (709). Adthough guidelines also recommend
NSAIDs as first-line treatrrent for osteoarthritis or low back pain {106,770), NSAIDs and COX-2 inhibitors do have risks, including gastroiniestinal bleeding or
perforation as well as renal and cardiovascular risks (777). FDA has recently strengthened existing tabel warnings that NSAIDs increase risks for heart attack
and stroke, including that these risks might increase with longer use or at higher doses (7712). Several guidelines agree that first- and second-line drugs for
neurcpathic pain include anticonvulsants (gabapentin or pregabalin), tricyclic antidepressants, and SNRIs (713-1186). Interventional approaches such as
epiduraf injection for certain conditions (e.g., lumbar radiculopathy) can provide short-term improvement in pain {717-118). Epidural injection has been
associated with rare but serious adverse events, including loss of vision, siroke, paralysis, and death (720).

Benefits and Harms of Opioid Therapy

Balance between benefits and harms is a critical facter influencing the strength of clinical recommendations. In particular, CDC considered what is knawn from
the epigemiclogy research about benefits and harms related to specific opioids and formulations, high dose therapy, co-prescription with other controlled
substances, duration of use, speciai populations, and risk stratification and mitigation approaches. Additional information on benefits and harms of long-term
opioid therapy from studies meeting rigercus selection criteria is provided in the clinical evidence review (e.g.. see KQ2}. CDC also considered the number of
persens experiencing chronic pain, numbers potentially benefiting from opioids, and numbers affected by opiocid-related harms. A review of these data is
presented in the background section of this document, with detailed information provided in the Contextual Evidence Review

(hitp://stacks.cdc.goviview/cde/38027 {hitp://stacks.cdc.goviview/cdc/38027)). Finally, CDC considered the effectiveness of treatments that addressed

potential harms of opicid therapy {cpioid use disorder).

Regarding specific opioids and formulations, as noted by FDA, there are serious risks of ER/LA opioids, and the indication for this class of medications is for
management of pain severe encugh to require daily, around-the-clock, long-term opicid treatment in patients for whom other treatment options (e.g.,
nonopioid analgesics or immediate-release opioids) are ineffective, not tolerated, or would be otherwise inadeguate to provide sufficient management of pain
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(121). Time-scheduled opicid use was associated with substantially higher average daily opioid dosage than as-needed opioid use in one study (122).
Methadone has been associated with disproportionate numbers of overdose deaths relative to the frequency with which it is nrescribed for pain. Methadone
has been found to account for as much as a third of opicid-related overdose deaths involving single or multiple drugs in states that participated in the Drug
Abuse Warning Network, which was more than any opioid other than oxycodone, despite representing <2% of opioid prescriptions outside of opioid treatment
programs in the United States; further, methadone was involved in twice as many single-drug deaths as any other prescription opioid (723).

Regarding high-dose therapy, several epidemiotogic studies that were excluded from the clinical evidence review begause patient samples were not restricted
to palients with chronic pain also examined the association between opicid dosage and overdose risk (23,24, 124—126). Consistent with the clinical avidence
review, the contextual review found that opioid-related overdose risk is dose-dependent, with higher opicid dosages associated with increased overdose risk.
Two of these studies (23.24}. as well as the fwo studies in the clinical evidence review (66,67), evaluated similar MME/day dose ranges for association with
overdose rigk. In these four studies, compared with opioids prescribed at <20 MME/day. the odds of overdose among patients prescribed opioids far chronic
nenmalignant pain were between 1.3 (67) and 1.9 (24) for dosages of 20 o <50 MME/day, between 1.9 (67) and 4.6 (24) for dasages of 50 to <100
MME/day, and between 2.0 (67) and 8 9 (66 for dosages of 2100 MMEfday. Compared with dosages of 1-<20 MME/day, absolute risk difference
approximation for 50-<100 MME/day was 0.15% for fatal overdose (24) and 1.40% for any overdase (66), and for 2100 MME/day was 0.25% for fatal
overdose (24) and 4.04% for any overdose {66}. A recent study of Veterans Health Administration patients with chronic pain found that patients wha died of
overdeses related to opicids were prescribed higher opicid dosages {mean: 88 MME/day; median: 60 MME/day) than controls {mean: 48 MME/day. median:
25 MME/day) (727). Finally, ancther recent study of overdose deaths among state residents with and without opiocid prescriptions revealed that prescription
opioid-related overdose mortality rates rose rapidly up to prescribed doses of 200 MME/day, after which the mortality rates continued to increase but grew
more gradually (728). A listing of common opioid medications and their MME equivalents is provided { Table 2).

Regarding coprescription of opicids with benzodiazepines, epidemiclogic studies suggest that concurrent use of benzodiazepines and opioids might put
patients at greater risk for potentially fatal overdose. Three studies of fatal overdose deaths found evidence of concurrent benzodiazepine use in 31%—61% of
decedents (67,128,728}, In one of these studies (67). among decaedents who received an opioid prescription, those whose deaths were related to opioids
were more likely to have obtained opioids from multiple physicians and pharmacies than decedents whose deaths were not related to opioids.

Regarding duration of use. patients can expenence tolerance and loss of effectiveness of opioids over time (730). Patients who do not experience clinically
meaningful pain relief early in treatment (i.e.. within 1 month} are unlikely to experience pain relief with longer-term use (1317),

Regarding populations potentialiy at greater risk for harm, risk is greater for patienis with sleep apnea or other causes of sleep-disordered breathing, patients
with renal or hepatic insufficiency, older adults, pregnant women, patients with depression or other mental heaith conditions, and patients with alcohcl or other
substance use disorders. Interpretation of clinical data on the effects cof opioids on sleep-disordered breathing is difficult because cf the types of study designs
and methods employed, and there is no clear consensus regarding association with risk for developing obstructive sleep apnea syndrome (132). However,
opioid therapy can decrease reapiramry drive, a high percentage of patients on long-term opioid therapy have been reporied to have an abnormal apnea-
hypopnea index (733), opicid therapy can worsen central sleep apnea in obstructive sleep apnea patients, and it can cause further desaturation in cbstructive
sleep apnea patients net on continuous positive airway pressure (CPAP) {31). Reduced renal or hepatic function can result in greater peak effect and longer
duration of action and reduce the dose at which respiratory depression and averdose occurs (734). Age-related changes in patients aged 265 years, such as
reduced renal function and medication clearance, evan in the absence of renal disease {135), result in a smaller therapeutic window between safe dosages
and dosages associated with respiratory depression and overdose. Cider adults might also be at increased risk for falls and fractures related to opioids (736
—138). Cpioids used in pregnancy can be associated with additional risks to both mother and fetus. Some studies have shown an association of opicid use in
pregnancy with birth defects, including neural tube defects (739, 140), congenital heart defects (740), and gastroschisis (140): preterm delivery (141), poor
fetal growth (747), and stillkirth (747). Importanily, in some cases. opicid use during pregnancy leads to neonatal opicid withdrawal syndrome (742} Patients
with mental health comarbidities and patients with histories of substance use disorders might be at higher risk than other patients for opioid use disorder
(62,143,144). Recent anaiyses found that depressed patients were at higher risk for drug overdose than patients without depression, particularly at higher
opioid dosages, although investigators were unable to distinguish unintentional overdose from suicide attempts (145). In case-control and case-cohor studies,
substance abuse/dependence was more prevalent among patients experiencing overdose than among patients not experiencing overdose {12% versus 6%
[66], 40% versus 10% [24], and 26% versus 9% [23]).

Regarding risk stratification approaches, limited evidence was found regarding benefits and harms. Potential benefits of PDMPs and urine drug testing include
the ability to identify patients who might be at higher risk for opioid cverdose or opioid use disorder, and help determine which patients will benefit from greater
caution and increased monitoring or interventions when risk factors are present. For example, one study found that most fatal overdoses could be identified
retrospectively on the basis of two pieces of information, multiple prescribers and high fotal daily opioid dosage, both important risk factors for overdose
(124,144) that are available to prescribers in the PDMP (724). However, limited evaluation of PDMPs at the state level has revealed mixed effects on
changes in prescribing and mortality outcomes (28). Potential harms of risk stratification include underestimation of risks of opigid therapy when screening
tocls are not adequately sensitive, as well as potential overestimation of risk, which could lead to inappropriate clinical decisions.

Regarding risk mitigation approaches, limited evidence was found regarding benefits and harms. Although no studies were found to examine prescribing of
naloxone with opioid pain medication in primary care settings, naloxone distribution through community-based programs providing prevention services for
substance users has been demonstrated to be associated with decreased risk for opioid overdose death at the community level (147).

Concerns have been raised that prescribing changes such as dose reduction might be associated with unintended negative consequences, such as patients
seeking heroin or other illicitly obtained opicids (748) or interference with appropriate pain treatment (148). With the exception of a study noting an association
between an abuse-deterrent formulation of OxyContin and heroin use, showing that some patients in qualitative interviews reported swiiching to another
opioid, including heroin, for many reasons, including cest and availability as well as ease of use (150), CDC did not identify studies evaluating these potential

outcomes
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Finally. regarding the effectiveness of opioid use disorder treaiments. methadone and buprenorphine for epioid use disorder have been found to increase
retention in treatment and to decrease illicit opioid use among patients with opicid use disorder involving heroin (157—753). Although findings are mixed, soms
studies suggest that effectiveness is enhanced when psychosocial treatments (e.g., contingency managsment, community reinforcement, psychotherapeutic
counseling, and family therapy} ara used in conjunction with medication-assisted therapy; for example, by reducing opioid misuse and increasing retention
during maintenance therapy, and improving compliance after detoxification (154, 185).

Clinician and Patient Values and Preferences

Clinician and patient values and preferences can inform how benefits and harms of long-term opioid therapy are weighted and estimate the affort and
resources reguired to effectively provide implementation support. Many physicians lack confidence in their ability to prescribe opioids safely (756), to predict
(157) or detect (758) prescription drug abuse. and to discuss abuse with therr patients {758). Althcugh clinicians have reporied favorable beliefs and attitudes
about improvements in pain and quality of life attributed 1o opioids {159}, most consider prescription drug abuse to be a "moderate” or "big” problam in their
community, and large proportions are “very” concerned about opicid addiction (55%) and death (48%) (160). Ciinicians do not consistenily use practices
intended to decrease the risk for misuse, such as PDMPs (787 ,762), urine drug testing (763), and opicid treaiment agreamants (164), This is likely due in
part to challenges related to registering for PDMP access and logging into the PDMP {which can interrupt normal clinical workflow If data are not integrated
into eleciromc health record systems) (765), competing clinical demands, perceived inadequate fime to discuss the rationale for urine drug testing and to
order confirmatory testing, and feeling unprepared te interpret and address results (166).

Many patients do not have an opinion about *opiaids® or know what this term means (767). Most are familiar with the term "narcotics.” About a third associated
“narcotics” with addiction or abuse, and about half feared "addiction” fram long-term “narcetic” use (768). Most patients taking opiocids experience side effects
(73% of patients taking hydracodone for nencancer pain [17], 96% of patients taking opioids for chronic pain [72]), and side effects, rather than pain ralief,
have been found to explain most of the variation in patients’ preferences related to taking opiocids {12). For exampls, patisnts taking hydrocodone for
noncancer pain commenly reported side effects including dizziness, headache, fatigue, drowsiness, nausea, vomiting, and constipation (77). Patients with
chronic pain in focus groups emphasized effectiveness of goal setting for increasing motivation and functioning {768). Patients taking high dosages report
reliance on opioids despite ambivalence about their benefits {169) and regardless of pain reduction, reperted problems, concerns, side effects, or perceived

helpfulness {73).
Resource Allocation

Resource allocation (cost) is an important consideration in understanding the feasibility of clinical recommendations. CDC ssarched for avidence on opioid
therapy compared with other treatments; costs of misuse, abuse, and overdose from prescription opicids; and costs of spacific risk mitigation strategies (e.g,
unne drug testing}. Yearly direct and indirect costs related to prescription opioids have been estimated (based cn studies published since 2010) to be $53.4
billion for nenmedical use of prescription opicids (170}, $55.7 billion for abuse, dependence (i.e., opioid use disorder}, and misuse of prescription opicids
(777}, and $20.4 billion for direct and indirect costs related 1o opicid-related overdose alone (172). In 2012, total expenses for outpatient prescription opioids
were estimated at $9.0 billion, an increase of 120% from 2002 (173). Although there are percepiions that opioid therapy for chronic pain is less expensive
than more time-intensive nenpharmacclogic management appreachss, many pain treatments, including acetaminophen, NSAIDs, tricyclic antidepressants,
and massage therapy. are associated with lowsr mean and median annual costs compared with apioid therapy (174). COX-2 inhibitors, SNRIs,
anticonvulsants, topical analgesics, physical therapy, and CBT are also associated with lower median annual costs compared with opioid therapy (774).
Limited information was found on costs of strategies to decrease risks associated with opicid therapy; however, urine drug testing, including screening and
confirmatory tests, has been estimated to cost $211-$363 per test {175).

Recommendations Top

The recommendations are grouped into three areas for consideration:

« Determining when to initiate or cantinue opioids for chronic pain.
= Qpicid selection, dosage, duration, follow-up, and discontinuation.
* Assessing risk and addressing harms of opioid use.

There are 12 recommendations { Box 1). Each recommendation is followed by a raticnale for the recommendation, with considerations for implementation
noted. In acceordance with the ACIP GRADE process, CDC based the recommendations on censideration of the clinical evidence, contextual svidence
(including benefits and harms, values and preferences, resaurce allacation), and expert opinion. For each recommendation statement, CDC notes the
recommendation category (A or B) and the type of the evidence (1, 2, 3, or 4) supporting the statement ( Box 2). Expert opinion is reflected within each of the
recommendation rationales. YWhile there was not an attempt to reach consensus among experts, experts from the Core Expert Group and from the Opioid
Guideline Workgroup (“experts”) expressed overall, general support for all recommendations. Where differences in expert opinion emerged for detailed
actions within the clinical recommaendations or for implementation considerations, CDC notes the differences of opinian in the supporting rationale statements.

Category A recommendations indicate that most patients should receive the recommended course of action; category B recommendations indicate that
diffarent choices will be appropriate for different patients, requiring clinicians to help patients arrive at a decision consistent with patient values and
preferences and specific clinical situatiens. Consistent with the ACIP (47} and GRADE process (48), category A recommendations were made, even with type
3 and 4 evidence, when there was broad agreement that the advaniages of a clinical action greatly outweighed the dizadvantages based on a consideration of
benefits and harms, values and preferences, and resource allocation. Category B recommendations were made when there was broad agreement that the
advantages and disadvantages of a clinical action were more balanced, but advantagaes were significant enough to warrant a recommendation. All
recommendations are category A recommendations, with the exception of recemmendation 10, which is rated as category B. Recommendations were
associated with a range of evidence types, from type 2 to type 4.
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in summary, the catagorization of recommendations was based on the following assessment:

* No evidence shows a long-term benefit of opioids in pain and function versus no opioids for chronic pain with outcomes examined at least 1 year later (with
most placebo-controlled randomized trials <6 weeks in duration).

* Extensive evidence shows the possible harms of opioids (including opioid use disorder, overdose, and motor vehicle injury).

* Extensive svidence suggests some benefits of nonpharmacotogic and nenopioid pharmacolegic treatments compared with iong-term opioid therapy, with

less harm

Determining When to Initiate or Continue Opioids for Chronic Pain

1. Nenpharmacologic therapy and nonopicid pharmacologic therapy are preferred for chronie pain. Clinicians should consider opioid therapy only
if expected benefits for both pain and function are anticipated to outweigh risks te the patient. If opioids are used, they should be combined with
nonpharmacologic therapy and nonopicid pharmacologic therapy, as appropriate {recommendation category: A, evidence type: 3).

Patients with pain should receive treatment that provides the greatest benefits relative to risks. The contextual evidence review found that many
ronpharmacologic therapies, including physical therapy, weight loss for knee ostecarthritis, psychological therapies such as CET, and certain interventional
pracedures can ameliorate chronic pain. Thera is high-quality evidence that exercise therapy (a prominent modality in physical therapy) for hip (160) or knee
(99} osteoarthritis reduces pain and improves function immediately after treatment and that the improvements are sustained for at least 2-6 months. Previous
guidelines have strongly recommended aercbic, aquatic, and/or resistance exercises for patients with ostecarthritis of the knes or hip (176). Exercise therapy
alsa can help reduce pain and improve function in low back pain and can improve global well-being and physical function in fibromyaigia (88, 101). Multimodai
therapies and muitidisciplinary biopsychosocial rehabilitation-combining approaches (e.g.. psychological therapies with exercise) can reduce long-term pain
and disability compared with usuat care and compared with physical treatrments {e.g., exercise} alone. Muitimadal therapies are not always available or
reimbursed by insurance and can be time-consuming and costly for patients. Interventional approaches such as arthrocentesis and infraarticular glucocorticoid
injection for pain associated with rheumatoid arthritis (777} or ostecarthritis (778) and subacromial corticosteroid injection for rotator cuff disease (719) can
provide shori-term improvement in pain and function. Evidence is insufficient to determine the extent to which repeated glucocorticaid injection increases
potential risks such as articular cartilage changes {in ostecarthritis) and sepsis (778). Serious adverse avents are rare but have been reported with epidural
tnjection {120).

Severat nonopiocid pharmacologic therapies (including acetaminophen, NSAIDs, and selected antidepressants and anticonvulsants) are effective for chronic
pain. In particular, acetaminophen and NSAIDs can be useful for arthritis and low back pain. Selected anticonvulsants such as pregabalin and gabapentin can
improve pain in diabetic neuropathy and post-herpetic neuralgia {contextual evidence review). Pregabalin, gabapentin, and carbamazepine are FDA-approved
for treatment of certain neuropathic pain conditions, and pregabalin is FDA approved for fibromyalgia management. In patients with or without depression,
trieyclic antidepressants and SNRIs provide effective analgesia for neuropathic pain conditions including diabetic neuropathy and post-herpetic neuralgia,
often at lower dosages and with a shorter time to onset of effect than for treatment of depression (see contextual svidance review). Tricyclics and SNRIs can
also relieve fibromyalgia symptoms. The SNRI duloxetine is FDA-approved for the treatment of diabetic neuropathy and fibromyalgia. Because patients with
chronic pain often suffer from concurrent depression (744). and depression can exacerbate physical symptoms including pain (177), patients with co-
pccurring pain and depression are espacially likely to banefit from antidepressant medication (see Recommendation 8), Nonopioid pharmacologic therapies
are not generally asscciated with substance use disorder, and the numbers of fatal overdoses associated with nonopicid medications are a fraction of those
associated with epioid medications (contextual evidence review). For sxample, acetaminophen, NSAIDs, and opioid pain medication were involved in 881,
228, and 16,651 pharmaceutical overdose deaths in the United States in 2010 (178). However, nonopioid pharmacologic therapies are associated with cerain
risks, particularly in older patients, pregnant patients, and patients with certain co-morbidities such as cardiovascular, renal, gastrointestinal, and liver disease
(see contextual evidence review). For example, acetaminophen can be hepatotoxic at dosages of > 3-4 grams/day and at lower dosages in patients with
chronic alcohol use or liver disease (709}, NSAID use has been associated with gastritis, peptic ulcer disease, cardiovascular events (171,172}, and fluid
retention, and most NSAIDs (choline magnesium trilisate and selective COX-2 inhibitors are exceptions) interfere with platelet aggregation (179). Ciinicians
should review FDA-approved labeling including boxed warnings before initiating treatment with any pharmacologic therapy.

Althaugh cpioids can reduce pain during short-term use, the clinical evidence review found insufficient evidence 1o determine whether pain relief is sustained
and whether function or quality of life improves with iong-term opioid therapy (KQ1). While benefits for pain relief, function, and quality of life with long-term
opioid use for chronic pain are uncertain, risks associated with long-term opioid use are clearer and significant. Based on the clinical evidence review, long-
term opioid use for chronic pain is associated with serious risks including increased risk for opioid use disorder, overdose, myocardial infarction, and motor
vehicle injury (KQ2}. At a population level, more then 166,000 persons in the United States have died from opioid pain-medication-related overdoses since
1909 (see Contextual Evidence Review).

Intagrated pain management requires coordination of medical, psychological, and social aspects of health care and includes primary care, mental health care,
and specialist services when needed (783). Nonpharmacologic physical and psychological treatments such as exercise and CBT are approaches that
encourage active patient participation in the care plan, address the effects of pain in the patient's life, and can result in sustained improvements in pain and
function without apparent risks. Despite this, these therapies are not always or fully covered by insurance, and access and cost can be barriers for patients.
For many patients, aspects of these approaches can be used even when there is limited access to specialty care. For example, previous guidelines have
strongly recommended aerobic. aguatic, and/or resistance exercises for patients with osteoarthritis of the knee or hip (776} and maintenance of activity for
patients with low back pain (710). A randomized trial found no difference in reduced chronic low back pain intensity, frequency or disability betwesn patients
assigned to relatively low-cost group aerobics and individual physiotherapy or muscle reconditioning sessions (787). Low-cost options 1o integrate exercise
include brisk walking in public spaces or use of public recreation facilities for group exercise. CBT addresses psychosocial contributors to pain and improves
function (97}, Primary care clinicians can integrata elements of a cognitive behavicral approach into their practice by encouraging patients to take an active
role in the care plan, by supporting patients in engaging in beneficial but potentially anxiety-provoking activities, such as exercise (779), or by providing
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education in relaxation techniques and coping strategies. [n many focations, there are free or low-cost patient support, self-help, and educational community-
based programs that can provide stress reduction and other mental health benefits. Patients with more entrenched anxiety or fear related fo pain, or other
significant psychological distress, can be referred for formal therapy with a mental health specialist (e.g., psychologist, psychiatrist, clinical social worker).
Multimadal therapies should be considered for patients not responding to single-modality therapy, and combinations should be tailored depending on patient

needs, cost, and convenience.

To guide patient-specific selection of therapy, clinicians should evaluate patients and establish or confirm the diagnosis. Detailed recommendations on
diagnosis are provided in other guidelines (77¢,179), but evaluation should generally include a focused history, including history and characteristics of pain
and potentially contributing facters (e.g., function, psychosocial stressors, sleep) and physical exam, with imaging or other diagnostic testing only if indicatad
(e.g., if savere or progressive neurologic deficits are present or if serious underlying conditions are suspected) (770,179). For complex pain syndromes, pain
specialty consultation can be considered fo assist with diagnosis as well as management, Diagnosis can help identify disease-specific interventions to reverse
or ameliorate pain; for example, improving glucose contro! to prevent progression of diabetic neuropathy; immune-modulating agents for rheumatoid arthritis;
physical or occupaticnal therapy to address posture, muscle weakness, or repefitive occupational motions that centribute to musculoskeletal pain; or surgical
intervention to relieve mechanical/comprassive pain (179). The underlying mechanism for most pain syndromes can be categorized as neuropathic (e.g.,
diabetic neurcpathy, postherpstic neuralgia, fibromyalgia), or nociceptive (e.g.. osteoarthritis, muscular back pain). The diagnosis and pathophysiclogic
mechanism of pain have implications for symptomatic pain treatment with medication. For example, evidence is limited or insufficient for improved pain or
function with long-term use of opicids for several chronic pain conditions for which opioids are commonly preseribed, such as low back pain (182), headache
(783), and fibromyalgia (784). Although NSAIDs can be used for exacerbations of neciceptive pain, other medications (e.q., tricyclics, selected
anticonvulsants, or transdermal lidocaine) generally are recemmended for neuropathic pain. In addition, improvement of neuropathic pain can begin weeks or
tonger after sympiomatic treatment is initiated {172). Medications should be used only after assessment and determination that expected benefits outweigh
risks given patieni-specific factors. For example, clinicians should consider falls risk when selecting and dosing potentially sedating medications such as
tricyclics, anticonvulsants, or opioids, and should weigh risks and benefits of use, dose, and duration of NSAIDs when treating older adults as well as patients
with hypertension, renai insufficiency, or heart failure, or those with risk for peptic ulcer disease or cardiovascular disease. Some guidelines recommend
topical NSAIDs for localized osteoarthritis (e.g., knee osteoarthritis) over oral NSAIDs in patienis aged 2 75 years to minimize systemic effecis {176).

Experts agreed that opicids should not be considered first-line or routine therapy for chronic pain (i.e., pain continuing or expected to continue >3 months or
past the time of normal tissue healing) cutside of active cancer, palliative, and end-of-life care, given small to moderate shor-term benefits, uncertain long-
term benefits, and potential for sericus harms; although evidence on long-term benefits of nonepioid therapies is also limited, these therapies are also
associated with shor-term benefits, and risks are much lower. This does not mean that patients should be requirad to sequentially "fail" nonpharmacoiogic
and nonopioid pharmacologic therapy before proceeding to opicid therapy. Rather, expected benefits specific to the clinical context should be weighed against
risks before initiating therapy. In some clinical contexts (e.g., headache or fibromyalgia), expected benefils of initiating opioids are unlikely to outweigh risks
regardless of previous nonpharmacolegic and nonopigid pharmacologic therapies used. In other situations (e.g., serous iilness in a patient with poor
prognoes:s for return to previous level of function, contraindications to other therapies, and clinician and patient agreement that the cverriding goal is patient
comiort), opicids might be apprepriate regardless of previcus therapies used. In addition, when opicid pain medication is usad, it is mere likely 1o be effective if
integrated with nonpharmacolegic therapy. Nonpharmacolegic approaches such as exercise and CBT should be used to reduce pain and improve function in
patients with chronic pain. Nenopioid pharmacologic therapy should be used when benefits outweigh risks and should be combined with nanpharmacologic
therapy to reduce pain and impreve function. If opicids are used, they should be combined with nonpharmacologic therapy and nonepioid pharmacclogic
therapy. as appropriate, to provide greater benefits te patients in improving pain and function.

2. Before starting opioid therapy for chronic pain, clinicians should establish treatment goals with all patients, including realistic goals for pain and
function, and should consider how opioid therapy will be discontinued if benefits do not outweigh risks. Clinicians should continue opioid therapy
only if there is clinically meaningful improvement in pain and function that outweighs risks to patient safety (recommendation category: A,
evidence type: 4},

The clinical evidence review found insufficient evidence to determine lang-term bensfits of opioid therapy for chranic pain and found an increased risk for
serious harms related to long-term opioid therapy that appears to be dose-dependent. In addition, studies on currently available risk assessment instruments
were sparse and showed inconsistent results (KQ4). The clinical evidence review for the current guideline considered studies with cutcomes examined at 21
year that compared opioid use versus nonuse or placebe. Studies of opioid therapy for chronic pain that did not have a nonopioid control group have found
that although many patients discontinue opicid therapy for chronic noncancer pain due to adverse effects or insufficient pain relief, there is weak evidence that
patients who are able to continue epioid therapy for at least 6 months can experience clinically signiftcant pain relief and insufficient evidence that function or
quality of life improves (185). These findings suggest that it is very difficult for clinicians te predict whethar benefits of opioids for chranic pain will cutwaigh
risks of ongoing treatment for individual patients. Opiocid therapy should not be initiated without consideration of an “exit strategy” to be used if the therapy is
unsuccessful.

Experts agreed that before opioid therapy is initiated for chronic pain outside of active cancer, palliative, and end-of-life care, clinicians should determine how
effectiveness will be evaluated and should establish freatment goals with patients. Because the line hetween acute pain and initial chronic pain is not always
clear, it might be difficult for clinicians to determine when they are initiating opioids for chronic pain rather than treating acute pain. Pain lasting longer than 3
months or past the time of normal tissue healing {which could be substantially shorter than 3 months, depending on the condition) is generally no longer
considered acute. However, establishing treatment goals with a patient who has already received opioid therapy for 3 months would defer this discussion well
past the point of initiation of opicid therapy for chrenic pain. Clinicians often write prescriptions for long-term use in 30-day increments, and opicid
prescriptions written for 230 days are likely to represent initiation or continuation of laong-term opicid therapy. Before writing an opicid prescription for 230 days,
clinicians should establish treatment goals with patients. Clinicians seeing new patients already receiving opigids should establish treaiment goals for
continued opioid therapy. Although the clinicat evidence review did not find studies evaluating the effectiveness of writlen agreements or treatment plans
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(KQ4), clinicians and patients who set a plan in advance will clarify expectations regarding how opioids will be prescribed and monitored, as well as situations
in which cpiolds will be discontinued or doses tapered (e.g., if treatment goals are not met, opicids are no longer needed, or adverse events put the patient at
risk) to improve patient safety.

Experts thought that goals should include improvement in both pain relief and function (and thersfore in quality of life). However, there are some clinical
circumstances under which reductions in pain without improvement in physical function might be a more realistic goal (e.g., diseases typically associated with
progressive functiona! impairment or catastrophic injuries such as spinal cord frauma). Experts noted that functicn can include emectional and sccial as well as
physical dimensions. In addition, experts emphasized that meod has imperant interactions with pain and function Experts agreed that clinicians may use
validated instruments such as the three-item "Pain average. interfarence with Enjoyment of life, and interference with General activity” (PEG) Assessment
Scale {186) to track patient outcomes. Clinically meaningful improvement has been defined as a 30% improvement in scores for both pain and function {187).
Monitoring progress toward patient-centered functional goals (e.g.. walking the dog or walking around the block, returning o part-time work, attending family
sports or recreational activities) can also contribute to the assessment of functional improvement. Clinicians should use these goals in assessing benefits of
apioid therapy for individual patients and in weighing benefits against risks of continued opioid therapy (see Recommendation 7. including recommended
intervals for follow-up). Because depression, anxiety, and other psychological co-marbidities often coexist with and can interfare with resolution of pain,
clinicians should use validated instruments to assess for these conditions (see Recemmendation 8) and ensure that treatment for these conditions is
optimized. If patients receiving opioid therapy for chronic pain do not experience meaningful improvements in both pain and function compared with prior to
initiation of opioid therapy, clinicians should consider werking with patients to taper and discontinue opivids (see Recommendaticn 7) and should use
nonpharmacelogic and nonopioid pharmacelogic approaches o pain management (see Recommandation 1).

3. Before starting and pericdically during opioid therapy, clinicians should discuss with patients known risks and realistic benefits of opioid
therapy and patient and clinician responsibilities for managing therapy (recommendation category: A, evidence type: 3).

The clinical evidence review did not find studies evaluating effectiveness of patient education or opioid treatment plans as risk-mitigation strategies (KQ4).
However, the contextual evidence review found that many patients lack information about opioids and identified concerns that some clinicians miss
opportunities to effectively communicate about safety, Given the substantial evidence gaps on opioids, uncertain benefits of long-term use, and potential for
serious harms, patient education and discussion before starting opioid therapy are critical so that patient preferences and values can be understood and used
to inform clirical decisions. Experts agreed that essential elements to communicate to patients before starting and pericdically during opioid therapy inctude
realistic expecied benefits, common and serious harms, and expectations for clinician and petient responsibilities to mitigate risks of opioid therapy.

Clinicians should involve patients in decisions about whether to start ar continue opicid therapy. Given potentially serious risks of long-term cpioid therapy,
clinicians should ensure that patients are aware of potential benefits of, harms of, and altematives to opicids before starting or continuing opioid therapy.
Clinicians are encouraged o have open and honest discussions with patients fo inform mutual decisions about whether to start or continue opioid therapy.
Impertant consideratiens include the following:

* Be axplicit and realistic about expected benefits of opicids, explaining that while opioids can reduce pain during shor-term use, there is ne good avidence
that opioids improve pain or function with long-term use, and that complete relief of pain is unlikely {clinical evidence review, KQ1).

 Emphasize improvement in function as a primary goal and that functicn can improve even when pain is still present.

Advise patients about serious adverse effects of opieids, including potentially fatal respiratory depressicn and development of a potentially serious lifeleng

opioid use disarder that can cause distress and inability 1o fulfilt major role obligations.

* Advise patients about common effects of opioids, such as consfipation, dry mouth, nausea, vomiting, drowsiness, confusion, tolerance, physical

dependence, and withdrawal symptoms when stopping opicids. Te prevent constipation associated with opioid use, advise patients to increase hydration

and fiber intake and to maintain or increase physical activity. Stool softeners ar faxatives might be needed.

Discuss sffgcis that opicids might have on ability to safely operate a vehicle, particularly when opicids are initiated, when dosages are increased, or when

othar central nervous system depressants, such as benzodiazepines or alcohol, are usad concusrently.

+ Discuss increased risks for opicid use disorder, respiratory depression, and death at higher dosages, along with the importance of taking only the amount
of opioids prescribed, i.e., not taking more opicids or taking them more often.

* Review increased risks for respiratory depression when opioids are taken with benzodiazepines, other sedatives, alcohal, illicit drugs such as haroin, or

other opicids.
* Discuss risks to household members and other individuals if opicids are intentionally or unintentionally shared with others for whom they are not
prescribed, including the possibility that others might experience overdose at the same or at lower dosage than prescribed for the patient, and that young
children are susceptible to unintentional ingestion. Discuss storage of opioids in a secure, preferably locked location and options for safe disposal of
unused opioids (788).
Discuss the importance of periodic reassessment to ensure that opicids are helping to meet patient goals and te allow opportunities for opicid
discontinuation and consideration of additional nenpharmacelogic or nonopicid pharmacologic treatment epticns if opioids are not effective or are harmful.
+ Discuss planned use of precautions to reduce risks, including use of prescription drug monitoring program information (see Recommendation 9) and urine
drug testing (see Recommendation 10). Consider including discussion of naloxone use for overdose reversal {see Recommendation 8).
Consider whather cognitive limitations might interfere with management of apicid therapy (for older adutts in particular) and, if so. determine whether a
caregiver can responsibly co-manage medication therapy. Discuss the importance of reassessing safer medication use with both the patient and caregiver,

Given the pessibility that benefits of opicid therapy might diminish or that risks might become more prominent over time, 1t is impertant that clinicians review
expected benefits and risks of continued opioid therapy with patients periodically, at least every 3 months (see Recommandation 7).

Opioid Selection, Dosage, Duration, Follow-Up, and Discontinuation

4. When starting opioid therapy for chronic pain, clinicians should prescribe immediate-release opioids instead of extended-releaseflong-acting
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(ER/LA) cpicids (recommendation category: A, evidence type: 4),

ER/LA opioids inciude meihadone, transdermal fentanyi, and exiended-reiease versions of opioids such as pxycodone, oxymorphone, fiydrocodone, and
morphine. The clinical evidence review found a fair-quality study showing a higher risk for overdose among patients initiating treatment with ER/LA opicids
than among these initiating treatment with immediate-release opicids {77). The clinical evidence review did not find evidence that continuous, time-scheduled
use of ER/LA opicids is more effective or safer than intermittent use of immediate-release opicids or that time-scheduled use of ER/LA opioids reduces risks
for opioid misusa or addiction (KQ3).

In 2C14. the FDA modified the labeling for ER/LA opioid pain medications, noting serious risks and recommending that ER/LA opicids be reserved for
"management of pain severe enough to require daily, around-the-clock, long-term: opicid treatment” when "alternative treatment options (e.g.. nonopioid
analgesics or immediate-reiease opioids) are ineffective, not folerated, or would be ctherwise inadequate to provide sufficient managemant of pain® and not
used as “as needed” pain relievers (727). FDA has alsc noted that some ER/LA opioids are only appropriate for opicid-tolerant patients, defined as patients
who have received certain dosages of opioids (e.g., 60 mg daily of oral morphine, 30 mg daily of oral ocxycodonse, or equianalgesic dosages of cther opioids)
for at least 1 week (7182). Time-scheduled opioid use can be associated with greater fotal average daily opioid dosage compared with intermittent, as-needed
opiocid use (contextual evidence review). In addition, experts indicated that there was not enough evidence to determine the safety of using immediate-release
opicids for breakthrough pain when ER/LA opioids are used for chrenic pain outside of active cancer pain, palliative care, or end-of-life care, and that this

practice might be associated with dose escalation.

Abuse-deterrent technologies have been employed te prevent manipulation intended to defeat extended-release properiies of ER/LA opivids and fo prevent
opioid use by unintended routes of administration, such as injection of oral opicids. As indicated in FDA guidance for industry on evaluation and labeling of
abuse-deterrent opicids (790), although abuse-deterrent technologies are expecied to make manipulation of opicids more difficult or less rewarding, they do
not prevent cpioid abuse through oral intake, the most common route of opicid abuse, and can still be abused by nonoral routes. The *abuse-deterrent” label
does not indicate that there is na risk for abuse. No studias were found in the clinical evidence review assessing the effectiveness of abuse-deterrent
technologies as a risk mitigation strategy for deterring or preventing abuse. In addition, abuse-deterrent technolegies do not prevent unintentional overdese
through oral intake. Experts agreed that recommendations could not be offered at this time refated to use of abuse-deterrent formulations

In comparing different ER/LA formulations, the clinical evidence review found inconsistent results for overdose risk with methadone versus other ER/LA
opioids used for chrenic pain (KQ3). The contextual evidence review found that methadene has been associated with disproportionate numbers of overdose
deaths relative to the frequency with which it is prescribed for chronic pain. In addition, methadone is associated with cardiac arrhythmias aleng with QT
prolengation on the electrocardiogram, and it has complicated pharmacokinetics and pharmacodynamics, including a long and variable half-ife and peak
respiratory depressant effect cccurring later and lasting longer than peak analgesic effect. Experts noted that the pharmacodynarmics of mathadone are
subject to more inter-individual variability than cther opicids. In regard to other ER/LA opioid formulations, experts noted that the absorption and
pharmacedynamics of transdermal fentanyl are complex, with gradually increasing serum concentration during the first part of the 72-hour dosing interval, as
well as variable absorption based on factors such as external heat. In addition, the dosing of transdermal fentany! in meg/hour, which is not typical for a drug
used by outpatients, can be confusing. Experts thought that these complexities might increase the risk for fatal cverdose when methadone or transdermal
fentanyl is preseribed to a patient who has not used it previously or by clinicians whe are noet familiar with its effects.

Experts agreed that for patients not already receiving opioids, clinicians should not initiate cpioid treatment with ER/LA opioids and should not prescribe
ER/LA opioids for intermittent use. ER/LA opioids should be reserved for savere, continuous pain and should be considered only for patients whe have
raceived immediate-release opioids daily for at least 1 week. When changing to an ER/LA opioid for a patient previously receiving a different immediate-
release opioid, clinicians should consult product labeling and reduce total daily dosage to account for incomplete opioid cross-tolerance. Clinicians should use
additional caution with ER/LA opioids and consider a longer dosing interval when prescribing to patients with renal or hepatic dysfunction becausa decreased
clearance of drugs among these patients can lead to accumulation of drugs to toxic leveie and persistence in the body for longer durations. Although there
might be situations in which elinicians need to prescribe immediate-release and ER/LA opioids together (8.9., transitioning patients from ER/LA opicids tc
immediate-release opioids by temporarily using lawer dosages of both), in general, avoiding the use of immediate-release opioids in combination with ER/LA
opiowds is preferable. given potentially increased risk and diminishing returns of such an approach for chrenic pain.

Whan an ER/LA opiatd is prescribed, using one with predictable pharmacokinetics and pharmacodynamics is preferred to minimize unintentional overdose
risk. In particular, unusual characteristics of methadone and of transdermal fentanyl make safe prescribing of these medications for pain especially
challenging.

* Methadone should not be the first choice for an ER/LA opioid. Only clinicians who are familiar with methadone’s unigue risk profile and who are prepared
to educate and closely meniter their patients, including risk assessment for QT prolongation and consideration of electrocardiographic monitoring, should
consider prescribing methadone for pain. A clinical practice guideline that contains further guidance regarding methadene prescribing for pain has been
published previously {197).

* Because dosing effects of transdermal fentanyl are often misunderstood by both clinicians and patients, oniy clinicians who are familiar with the dosing and
absorption properties of transderma! fentanyl and are prepared to educate their patients about its use should consider prescribing it.

5. When opioids are started, clinicians should prescribe the lowest effective dosage. Clinicians should use caution when prescribing opioids at any

dosage, should carefully reassess evidence of individual benefits and risks when considering increasing dosage to 250 morphine milligram
equivalents (MME)/day, and should avoid increasing dosage to 280 MME/day or carefully justify a decision to titrate dosage to 290 MME/day

{recommendation category: A, evidence type: 3).

Benefits of high-dose opiocids for chronic pain are not established. The clinical evidence review found only one study (B4 ) addressing effectiveness of dose
titration for outcomas related to pain control, function, and quality of life (KQ3). This randomized trial found no difference in pain or function between a more
liberal opioid dose escalation strategy and maintenance of current dosage. (These groups were prescribed average dosages of 52 and 40 MME/day.
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respectively, at the end of the trial.) At the same time, risks for serious harms related to opioid therapy increase at higher opicid dosage. The clinical evidence
review found that higher cpioid dosages are associated with increased risks for motor vehicle injury, opioid use disorder, and overdose (KQ2). The clinical and
contextuai evidence raviews found that opicid overdose risk increases in a dose-response manner, that dosages of 50—<100 MME/day have been found to
increase risks for opioid overdose by factors of 1 9 to 4.6 compared with dosages of 1-<20 MME/day, and that dosages 2100 MME/day are associated with
increased risks of overdose 2.0-8.9 times the risk at 1-<20 MME/day. In a national sample of Velerans Health Admiristration patients with chronic pain who
ware prescribed opicids. mean prescribed opiowd dosage ameng patients who died from opioid overdose was 98 MME (median 60 MME) compared with mean
prescribed opioid dosage of 48 MME (madian 25 MME) among patients not experiencing fatal overdose (727).

The contextual evidence review found that althcugh there is not a single dosage threshald below which overdose risk is eliminated, holding dosages <50
MME/day would likely reduce risk among a large proportion of patients whe would experience fatal overdose at higher prescribed dosages. Experts agreed
that lower dosages of opioids reduce the risk for overdose, but that a single dosage threshold for safe opioid use could not be identified. Experts noted that
daily opioid dosages close to or greater than 100 MME/day are asscciated with significant risks, that dosages <50 MME/day are safer than dosages of 50-100
MME/day. and that dosages <20 MME/day are safer than dosages of 2050 MME/day. One expert thought that & specific dosage at which the benefit/risk
ratio aof opioid therapy decreases could not be identified. Most experts agreed that, in general, increasing dosages to 50 of more MME/day increazes overdose
risk without necessarily adding benefits for pain control or functicn and that clinicians should carefully reassess evidence of individual benefits and risks when
censidering increasing opioid dosages to 250 MME/day. Most experts also agreed that opioid dosages should not be increased to 220 MME/day without
careful justification based on diagnosis and on individualized assessment of benefits and risks.

When opioids are used for chronic pain outside of active cancer, palliative, and end-of-iife care, clinicians should start opicids at the lowest possible effective
dosage (the lowest starting desage on preduct labeling for patients not aiready taking cpioids and according to product labeling guidance regarding tolerance
for patients already taking opioids). Clinicians should use additional caution when initiating opioids for patients aged =65 years and for patients with renal or
hepatic insufficiency because decreased clearance of drugs in these patients can result in accumulation of drugs to toxig levels, Clinicians should use caution
when increasing opioid dosages and increase dosage by the smallest practical amount because overdose risk increases with increases in opioid dosage.
Although there is limited evidence te recommend specific intervals for dosage titration, a previous guideline recommended waiting at lsast five half-lives before
increasing dosage and waiting at least a week before increasing dosage of methadone to make sure thai full effects of the previous dosage are evident (37).
Clinicians should re-avaluate patients after increasing desage for changes in pain, function, and risk for harm (see Recommendation 7). Before increasing
total opioid dosage te 250 MME/day, clinicians should reassess whether opicid treaiment is meeting the patient's treatment goals (see Recommendation 2). If
a patient’s opiocid dosage for all sources of cpioids combined reaches or exceeds 50 MME/day, clinicians should implement additional precautions, including
increased frequency of follow-up (see Recommendation 7} and censidering offering naloxene and overdose pravention education to both patients and the
patients' househcld members (see Recommendation 8). Clinicians should avoid increasing opioid dosages to 200 MME/day or should carefully justify a
decision to increase dosage to 290 MME/day based on individualized assessment of benefits and risks and weighing factors such as diagnosis, incremental
benefits for pain and function relative to harms as dosages approach 90 MME/day, other treatments and effectiveness, and recommendations based on
consultation with pain specialists. If patients do not experience improvement in pain and function at 280 MME/day, or if there are escalating dosage
requirements, clinicians should discuss other approaches to pain management with the patient, consider working with patients to taper cpiocids 1o a lower
dosage or to taper and discontinue opicids (see Recommaendation 7), and censider consulting a pain specialist. Some states require clinicians to implement
clinical protocols at specific dosage levels. For example, before increasing long-term opioid therapy dosage to =120 MME/day, clinicians in Washington state
must obtain consultation from a pain specialist who agrees that this is indicated and appropriate {30}, Clinicians should be aware of rules related {o MME
thresholds and associated clinical protocols established by their states.

Established patients already taking high dosages of opioids, as well as patients transferring from other ¢linicians, might consider the possibility of opicid
dosage reduction to be anxiety-proveking, and tapering opioids can be especially challenging after years an high dosages because of physical and
psychalogical dependence. However, these patients should be offered the opportunity to re-evaluate their continued use of opicids at high dosages in light of
recent evidence regarding the association of opicid dosage and overdose risk. Clinicians should axplain in a nonjudgmental manner o patients already taking
high opioid dosages (290 MME/day) that there is now an established body of scientific evidence showing that overdose risk is increased at higher opioid
dosages. Clinicians should empathically review benefits and risks of continued high-dosage opioid therapy and should offer to work with the patient to taper
opioids to safer dosages. For patients whe agree to taper opicids fo lowsr dosages, clinicians should collaborate with the patient on a tapering plan (see
Recommendation 7). Experts noted that patients tapering opicids after taking them for years might require very slow opicid tapers as well as pauses in the
taper to allow gradual accommodation to lower opioid dosages. Ciinicians should remain alert to signs of anxiety, depression, and opioid use disorder (see
Recommendations & and 12} that might be unmasked by an opicid taper and arrange for management of these co-morbidities. For patients agreeing to taper
to lower opioid dosages as well as for those remaining on high opioid dosages, clinicians should establish goals with the patient for continued opioid therapy
{see Recommendation 2), maximize pain treatment with nonpharmacologic and nonepioid pharmacologic treatments as appropriate {see Recommendation 1),
and censider consulting a pain spscialist as needed fo assist with pain management.

6. Long-term opicid 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 {recommendation category: A, evidence
type: 4).

The clinical evidence review found that opioid use for acute pain {i.e., pain with abrupt onset and caused by an injury or other process that is not ongoing) is
associated with long-term opioid use, and that a greater amount of early opicid exposure is associated with greater risk for long-term use (KQ5). Several
guidalines on opioid prescribing for acute pain from emergency depariments (192—794) and other settings (195, 796) have recommended prescribing <3 days
of opioids in most cases, whereas others have recommended <7 days (197) or <14 days (30). Because physical dependence on opioids is an expected
physiclogic response in patients exposed tc opioids for more than a few days (contextual evidence review), limiting days of opioids prascribed also should
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minimize the need to taper opivids to prevent distressing or unpleasant withdrawal symptoms. Experts noted that more than a few days of exposure to opicids
significantly increases hazards, that each day of unnecessary opioid use increases likelinood of physical dependence without adding benefit, and that
prescriptions with fewer days' supply will minimize the number of pills available for unintentional or intentional diversion.

Experts agreed that when opioids are needed for acute pain, clinicians should prescribe opioids at the lowest effective dose and for no longer than the
expected duraticn of pain severe encugh to require opinids to minimize unintentional initiation of long-term opioid use. The Jowest effective dose can be
determined using product labeling as a starting point with calibration as needed based on the severity of pain and on other clinical factors such as renal or
hepatic insufficiency (see Recommendation 8). Experts thought, basad on clinical experience regarding anticipated duration of pain severe enough to require
an opicid, that in most cases of acute pain not related to surgery or traurna, a <3 days’ supply of opioids will be sufficient. For example, in one study of the
course of acute low back pain (not associated with malignancies, infections, spondylarthropathies, fraciures, or neurclogicat signs) in a primary care setting,
there was a large decrease in pain until the fourth day after treatment with paracetamol, with smaller decreases thereafter (798) Some experts thought that
because some types of acute pain might require more than 3 days of opioid treatment, it would be appropriate to recommend a range of £3-5 days or s3-7
days when opioids are needed. Some experts thought that & range including 7 days was toc long given the expected course of severa acute pain for most
acute pain syndromes seen in primary care.

Acute pain can often be managed without opioids. It is important to evaluate the patient for reversible causes of pain, for underlying etiologies with potentially
seriows sequelae. and tc determine appropriate treatment. When the diagnosis and severity of nontraumatic, nonsurgical acute pain are reascnably assumed
to warrant the use of opicids, clinicians should prescribe no greater quantity than needed for the expected duration of pain severe enough to require opioids,
often 3 days or less, unless circumstances clearly warrant additional opioid therapy. More than 7 days will rarely be neaeded. Opioid treatment for post-surgical
pain is outside the scope of this guideline but has been addressed elsewhere (30). Clinicians should not prescribe additicnal opicids to patients “just in case”
pain continues [onger than expected. Clinicians should re-evaluate the subset of patients who experience severe acute pain that continues longer than the
expected duration to confirm or revise the initial diagnosis and to adjust management accordingly. Given longer half-livas and longer duration of effecis (e.g.,
respiratory depression) with ER/LA opioids such as methadone, fentanyl patches, or extended release versions of opicids such as oxycodons, oxymerphene,
or morphine, clinicians shoudd not prescribe ER/LA opicids for the treatment of acute pain.

7. Clinicians should evaluate benefits and harms with patients within 1 to 4 weeks of starting opicid therapy for chronic pain or of dose escalation.
Clinicians should evaiuate benefits and harms of continued therapy with patients every 3 months or more frequently. If benefits do not cutweigh
harms of continued opioid therapy, clinicians should eptimize other therapies and work with patients to taper opioids to lower dosages or to taper
and discontinue opioids (recommendation category: A, evidence type: 4).

Although the clinical evidence review did not find studies evaluating the effectiveness of more frequent monitoring intervals (KQ4), it did find that centinuing
apioid therapy for 3 months substantially increases risk for opioid use disorder (KQ2); therefore, follow-up earlier than 3 months might be necessary 1o provide
the greatest cpportunity to prevent the development of opicid use diserder. In addition, risk for overdose associated with ER/LA opicids might be paricularly
high during the first 2 weeks of treatment (KQ3). The contextual evidence review found that patients who do not have pain relief with opioids at 1 month are
unlikely to experience pain relief with opioids at & months. Although evidence is insufficient to determine at what point within the first 3 months of opicid
therapy the risks for opioid use disorder increase, reassessment of pain and function within 1 month of initiating opioids provides an opportunity to minimize
risks of long-term opioid use by discontinuing opicids among patients not receiving a clear benefit from these medications. Experts noted that risks for opioid
overdose are greatest during the first 3—7 days after opioid initiation or increase in dosage, particularly when methadone or transdermal fentanyl are
prescribed; that follow-up within 3 days is appropriate when initiating or increasing the dosage of methadene; and that follow-up within 1 week might be
appropriate when initiating or increasing the dosage of other ER/LA opioids.

Clinicians should evaluate patients tc assess benefits and harms of opioids within 1 fo 4 weeks of starting long-term opioid therapy or of dose escalation.
Clinicians should cansider follow-up intervals within the lower end of this range when ER/LA opioids are started or increased or when total daily opioid dosage
is 250 MME/day. Shorter follow-up intervals (within 3 days) should be strongly considered whan starting or increasing the dosage of methadona. At foliow up,
clinicians should assess benefits in function, pain control, and quality of life using fools such as the three-item "Pain average, interferance with Enjeyment of
life. and interferanca with General activity” (PEG) Assessment Scale (786) andfor asking patients about progress toward functional goals that have meaning
for them (see Recommendation 2). Clinicians should also ask patients about common adverse effects such as censtipation and drowsiness (see
Recommendation 3), as well as asking about and assessing for effects that might be early warning signs for more sericus problems such as overdose (e.g.,
sedation or slurred speech) or opicid use disorder (e.g., craving, wanting to take apioids in greater quantities or more frequently than prescribed, or difficuity
centralling use). Clinicians should ask patients about their preferences for continuing opioids, given their effects on pain and function relative to any adverse

effects experienced.

Because of petential changes in the balance of benefits and risks of opicid therapy over time, clinicians should regularly reassess all patients receiving long-
term opioid therapy. including patients who are new to the clinician but on long-term opicid therapy, at least every 3 months. At reassessment, clinicians
shouid determine whether opioids continue to meet treatment goals, including sustained imprevement in pain and function, whether the patient has
experienced commocn or serious adverse events or early warning signs of serious adverse events, signs of opioid use disorder (e.g., difficulty controlling use,
work or family problems related to opioid use), whether benefits of opioids continue to outweigh risks, and whether opioid dosage can be reduced or opicids
can be discontinued. Ideally, these reassessments would take place in person and be conducted by the prescribing clinician. In practice contexis where virtual
visits are part of standard care (e.g., in remcte areas where distance or other issues make follow-up visits challenging), follow-up assessments that allow the
clinician to communicate with and cbserve the patient through video and audio could be cenducted, with in-persan visits occurring at least once per year.
Clinicians should re-evaluate patiants who are exposed to greater risk of opicid use disorder or overdoss (e.g., patients with deprassion or other mental health
cenditions, a history of substance use disorder, a history of overdoese, taking 250 MME/day, ar 1aking cther central nervous system depressants with opicids)
more frequently than every 3 months. If clinically meaningful improvements in pain and function are not sustained. if patients are taking high-risk regimens
(e.9., dosages =50 MME/day or cpioids combined with benzediazepines) without evidence of benefit, if patients believe benefits no longer outwetgh risks or if
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they request dosage reduction or discontinuation, or if patients experience overdose or other serious adverse events (e.g., an event leading to hospitalization
or disability) or warning signs of serious adverse events, clinicians should work with patients to reduce opicid dosage or to discontinue opioids when possible.
Clinicians should maximize pain treatment with nonpharmacolegic and nenopioid pharmacoiogic treatmenis as appropriate (see Recommendation 1) and
consider consulting a pain specialist as needed to assist with pain management.

Considerations for Tapering Opioids

Although the clinical evidence review did not find high-quality studies comparing the effectiveness of different tapering protocols for use when opicid desage is
reduced or opioids are discontinued (KQ3), tapers reducing weekly dosage by 10%—50% of the ariginal dosage have been recommended by other clinical
guidelines {7989), and a rapid taper aver 2-3 weeks has been recommended in the case of a severe adverse event such as overdose (30). Experts noted that
tapers slower than 10% per week (e.g., 10% per month) also might be appropriate and better tolerated than more rapid tapers, particularly when patients have
been taking opicids for longer durations (e.g., for years). Opioid withdrawal during pregnancy has been associated with spontaneous abortion and premature
labor.

\When opicids are reduced cr discontinued, a taper slow enough to minimize symptoms and signs of opicid withdrawal {e.g., drug craving, anxiety, insomnia,
abdominal pain, vomiting, diarrheas, diaphoresis, mydriasis, tremar, tachycardia, or piloerection) should be used. A decrease of 10% of the original dose per
week is a reasonable starting point; experts agreed that tapering plans may be individualized based on patient geals and concerns. Experis noted that at
times, tapers might have to be paused and restarted again whan the patient is ready and might have to be slowed once patients reach low dosages. Tapers
may be considered successful as long as the patient is making progress. Once the smallest available dose is reached, the interval betwaen dases can be
extended. Opioids may be stopped when taken Jess frequently than once a day. More rapid tapers might be needed for patient safety under certain
circumstances (e.g., for patients who have experienced overdose on their current dosage). Ultrarapid detoxification under anesthesia is associated with
substantial risks. including death, and should net be used (200). Clinicians should access appropriate expertise if considering tapering opioids during
pregnancy because of possible risk to the pregnant patient and to the feius if the patient goes inte withdrawal. Patients who are not taking opioids (including
patients who are diverting all opioids they obtain) do not require tapers. Clinicians should discuss with patients undergoing tapering the increased risk for
overdose on abrupt return to a previously prescribed higher dose. Primary care clinicians should collaborate with mental health providers and with other
specialists as needed to optimize nonopicid pain management (see Recommendation 1), as well as psychosocial support for anxiety related to the taper.
More detailed guidance on tapering, including managernent of withdrawal symptoms has been published praviously (30,207). If a patient exhibits signs of
opioid use disorder. clinicians should offer or arrange for freatment of opioid use disorder (see Recommendation 12) and consider offering nalexene for

overdose prevention (see Recommendation 8).
Assessing Risk and Addressing Harms of Opicid Use

B. Before starting and periodically during continuation of opioid therapy, clinicians should evaluate risk factors for opicid-related harms. Clinicians
should incorporate into the management plan strategies to mitigate risk, including considering offering naloxone when factors that increase risk
for opioid overdose, such as history of overdose, history of substance use disorder, higher epioid dosages (250 MME/day), or concurrent
henzodiazepine use, are present (recommendation category: A, evidence type: 4).

The clinical evidence review found insufficient evidence to determine how harms of cpicids differ depending on patient demographics or patient comorbidities
{KQ2). Howeaver, based on the contextual evidence review and expert opinion, certain risk factors are likely to increase susceptibilify to opicid-associated
harms and warrant incorporation of additional strategies into the management plan to mitigate risk. Clinicians should assess these risk factars periodically,
with frequency varying by risk factor and patient characteristics. For example, factors that vary mare frequantly over time, such as alcohol use, reguire mare
frequent follow up. In additior, clinicians should consider offering naloxone, re-evaluating patients more fraquently (see Recemmendation 7}, and referring te
pain and/or behavioral health specialists when factors that increase risk for harm, such as history of overdose, history of substance use disorder, higher
dosages of opioids (260 MME/day), and concurrent use of benzodiazepines with opioids, are present.

Patients with Sleep-Disordered Breathing, Including Sleep Apnea

Risk factors for sleep-discrdered breathing include congestive heart failure, and cbesity. Experts noted that careful monitoring and cautious dose titration
should be used if opicids are prescribed for patients with mild sleep-disordered breathing. Clinicians should avold prescribing opioids to patients with
moderate or severe sleep-disordered breathing whenever possible to minimize risks for opioid overdose (contextual evidence review).

Pregnant Women

Opicids used in pregnancy might be associated with additional risks to both mother and fatus. Some studies have shown an asscciation of opioid use in
pregnancy with slillbirth, poor fetal growth, pre-term delivery, and birth defects (contextual evidence review). Imporiantly, in some cases, opioid use during
pregnancy leads to neonatal opicid withdrawal syndrome. Clinicians and patients together should carefully weigh risks and benefits when making decisions
about whether to initiate opioid therapy for chronic pain during pregnancy. In addition, before initiating opicid tharapy for chronic pain for repreductive-age
women, clinicians should discuss family planning and how leng-term opicid use might affect any future pregnancy. For pregnant women already receiving
opioids, clinicians should access appropriate expertise if considering tapering opicids bacause of possible risk to the pregnant patient and fo the fetus if the
patient goss inte withdrawal (see Recommendation 7). For preghant women with opicid use disorder, madication-assisted therapy with buprenarphine or
methadone has been associated with improved maternal cutcomes and should be cffered (202) (see Recemmendation 12). Clinicians caring for pregnant
women receiving opioids for pain or receiving buprenorphine or methadoene for opioid use disorder should arrange for delivery at a facility prepared to monitor,
evaluate for, and treat negnatal opioid withdrawal syndroma. In instances when travel to such a facility would present an undue burden on the pregnant
woman, it is appropriate to deliver locally, monitor and evaluate the newbern for neonatal opioid withdrawal syndrome, and transfer the newborn for additional
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treatment if needed. Neonatal toxicity and death have been reported in breast-feeding infants whose mothers are taking codeine {contextual evidence review);
previous guidelines have recommended that codeine be aveided whenever possible among mothers who are breast feeding and, if used, should he limited to
the lowest possible dose and to a 4-day supply (203).

Patients with Renal or Hapatic Insufficiency

Clinicians should use additional caution and increased monitoring {see Recommendation 7} o minimize risks of opicids prescribed for patients with renal or
hepatic insufficiency. given their decreased ability to process and excrete drugs, susceptibility to accumulation of opioids, and reduced therapeutic window
between safe dosages and dosages asscciated with respiratory depression and overdose (contextual evidencs review: see Recommendations 4. 5, and 7).

Patients Aged 265 Years

Inadequate pain treatment among persons aged 265 years has been documented (204). Pain management for older patients can be challenging given
increased risks of both nenapicid pharmacologic therapies (see Recommendation 1) and opivid therapy in this popufation. Given reduced renal function and
medication clearance even in the absence of ranal disease, patients aged 265 ysars might have increased susceptibility to accumulation of opicids and a
smaller therapeutic window between safe dosages and dosages associated with respiratory depression and overdose (contextual evidence review). Some
older adulis suffer from cognitive impairment, which can increase risk for medication errors and make opioid-related confusion mare dangerous. In addition,
older adults are more likely than younger adults to experience co-morbid medical conditions and more fikely to receive multiple medications, some of which
might interact with opioids (such as benzodiazepines). Clinicians should use additional caution and increased monitoring (see Recommendations 4, 5, and 7)
to minimize risks of apioids prescribed for patients aged 265 years. Experis suggested that clinicians educate older adults receiving opioids to avoid risky
medication-related behaviors such as obtaining controlled medications frem multiple prescribars and saving unused medications. Clinicians should alse
implement interventions to mitigate common risks of opicid therapy among older adults, such as exercise or bowel regimens to prevent constipation, risk
assessment for falls. and patient monitaring for cognitive impairment.

Patients with Mental Health Conditions

Because psychoiogical distress frequently interferes with improvement of pain and function in patients with chronic pain. using validated instruments such as
the Generalized Anxiety Disorder (GAD)-7 and the Patient Health Questionnaire (PHQ)-9 or the PHQ-4 to assess for anxiety, post-traumatic stress disorder,
and/or depression (205}, might help clinicians imprave overall pain treatment ouicomes. Experts noted that clinicians should use additional caution and
increased monitoring {see Recommendation 7) fo lessen the increased risk for opioid use disorder among patients with mental health conditions (including
depression, anxiety disorders, and PTSD), as well as increased risk for drug overdose amang patienis with depression. Previous guidelines have noted that
opicid therapy should not be initiated during acute psychiatric instability or uncontrolied suicide risk, and that clinicians sheuld consider behavioral health
specialist consultation for any patient with a histery of suicide attempt or psychiatric disorder {37). In addition, patients with anxiety disorders and other mental
health conditions are more likely to receive benzodiazepines, which can exacerbate opioid-induced respiratory depression and increase risk for overdose (see
Recommendation 11}. Clinicians should ansure that treatment for depression and other mental health conditions is optimized, consulting with behavioral
health specialists when neesded. Treatment for depression can improve pain symptoms as well as depression and might decrease overdose risk (contextual
evidence review). For treatment of chronic pain in patients with depression, clinicians should strongly consider using tricyclic or SNR| antidepressants for
analgesic as well as antidepressant effects if these medications are not ctherwise contraindicated {(see Recommendation 1).

Patiants with Substance Use Disorder

llicit drugs and alcohol are listed as contributory factors on a substantial proportion of death certificates for opicid-related vverdose deaths (contextual
evidence review). Previous guidelines have recommended screening or risk assessment tools 1o identify patients at higher risk for misuse or abuse of opioids.
However, the clinical evidence review found that currently available risk-stratification tools {e.g., Opioid Rigk Tool, Screener and Cpigid Assessment for
Patients with Pain Version 1, SOAPP-R, and Brief Risk Interview} show insufficient accuracy for classification of patients as at low or high risk for abuse or
misuse (KQ4). Clinicians should always exercise caution when considering or prescribing opioids for any patient with chronic pain outside of active cancer,
palligtive, and end-of-life care and should not overestimate the ability of these tools 1o rule out risks from long-term opicid therapy.

Clinicians should ask patients about their drug and alcohol use. Single screening questions can be used (208). For example, the question “How many times in
the past year have you used an illegal drug or used a prescription medication for nonmedical reasons?" (with an answer of one or more consideraed positive)
was found in a primary care selting to be 100% sensitive and 73.5% specific for the detection of a drug use disorder compared with a standardized diagnostic
interview (207). Validated screening tools such as the Drug Abuse Screening Test (DAST) (208) and the Alcohol Use Disorders Identification Test {AUDIT)
(208) can also be used. Clinicians should use PDMP data (see Recemmendation 9) and drug testing (see Recommendation 10) as appropriate to assess for
concurrent substance use that might place patients at higher risk for opioid use disorder and overdose. Clinicians should alsc provide specific counseling an
increased risks for overdose when opioids are combined with other drugs or alcohol (see Recommendation 3) and ensure that patients receive affective
treatment for substance use disorders when needed (see Recommendation 12).

Tha clinical evidence review found insufficient evidence to determine how harms of opioids differ depending on past or current substance use disorder (KQ2},
although a history of substance use disorder was associated with misuse. Similarly, based on contextual evidencs, patients with drug or alcohol use disorders
are likely fo experience greater risks for opioid use disorder and overdose than persons without these conditions. I ¢linicians consider opicid therapy for
chrenic pain outside of active cancer. palliative, and end-of-life care for patients with drug or alcohol use disorders, they should discuss increased risks for
opioid use disorder and overdose with patients, carefully consider whether benefits of opioids outweigh increased risks, and incorporate strategies to mitigate
fisk into the management plan, such as considering offering natoxone (see Cffering Naloxone to Patients When Factors That Increase Risk for Qpicid-Related
Harms Are Present} and increasing frequency of menitoring (see Recommendation 7) when opioids are prescribed. Because pain management in patients
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with substance use disorder can be complex, clinicians should consider consulting substance use diserder spedcialists and pain specialists regarding pain
managemant for perscns with active or recent past history of substance abuse. Experls also noted that clinicians should communicate with patients’
substance use disorder treatment providers if opioids are prescribed.

Patients with Prior Nonfatal Overdose

Although studies were not identified that directly addressed the risk for overdose among patients with prior nonfatal averdose who are prescribed opicids,
based on clinical experience, experts thought that prior nonfatal overdose would substantially increase risk for future nonfatal or fatal opioid overdose. If
patients experience nonfatal opioid overdose, clinicians should work with them te reduce opioid dosage and to discontinue opicids when possible (see
Recommendation 7). If clinicians continue opioid therapy for chronic pain outside of active cancer, palliative, and end-of-life ¢are in patients with pricr opicid
overdoss, they should discuss increased risks for overdose with patients, carefully consider whether benefits of opioids cutweigh substantial risks, and
incorporate strategies to mitigate risk into the management plan, such as considering cffering naloxoche (see Offering Naloxene to Patients VWhen Factors That
Increase Risk for Opicid-Refated Harms Are Prasent) and increasing frequency of monitoring (see Recommendation 7) when opioids are prascribed.

Offering Naloxone to Patients When Factors That Increase Risk for Opioid-Related Harms Are Present

Naloxone is an opioid antagonist that can reverse severe respiratory depression; its administration by lay persons, such as friends and family of persons who
experience opioid overdose. can save lives. Naloxone precipitates acute withdrawal among patients physically dependent on opiocids. Sericus adverse effects,
such as pulmanary edema, cardiovascutar instability, and seizures, have been reported but are rare at doses consistent with labeled use for opioid overdose
{210). The contextual evidence review did net find any studies on effectiveness of prescribing naloxone for overdose prevention among patients prescribed
opioids for chrenic pain. However, there is evidence for effectiveness of naloxone provision in preventing opioid-related overdose death at the community level
through community-based distribution {8 g., through overdose education and naloxone distribution programs in community service agencies) to persons at risk
for overdose (mostly due to illicit opiate use), and it is plausible that effectiveness wouid be chserved when naloxone is provided in the clinical setting as well
Experts agreed that it is preferable not to initiate opioid treatment when factors that increase risk for cpioid-related harms are present. Opinions diverged
about the likelihood of naloxone being useful to patients and the circumstances under which it should be offered. However, most experts agreed that clinicians
should consider offering naloxane whan prescribing opicids to patients at increased risk for overdose, including patients with a history of overdose, patients
with a history of substance use disorder, patients taking benzodiazepines with opiocids {see Recommendation 11), patients at risk for returning 1o a high dese
to which they ara no lenger tolerant {e.g., patients recently released from prison), and patients taking higher dosages of opioids (250 MME/day). Practices
should provide education on cverdose prevention and naloxane use to patients receiving naloxone prescriptions and to members of their households. Experts
noted that naloxone co-prescribing can be facilitated by clinics or practices with resources to provide naloxone training and by collaborative practice models
with pharmacists. Rescurces for prescribing naloxone in primary care settings can be found through Prescribe to Prevent at hitp://prescribetoprevent.org
{bitp://prescribetoprevent.org)

9. Clinicians should review the patient's history of controlled substance prescriptions using state prescription drug monitoring program {(PDMP)
data to determine whether the patient is receiving opicid desages or dangerous combinations that put him or her at high risk for overdose.
Clinicians should review PDMP data when starting opioid therapy for chronic pain and periodically during opioid therapy for chronic pain, ranging
from every prescription to every 3 months (recommendation category: A, evidence type: 4).

PDMPs are state-based databases that collect information on controlled prescription drugs dispensed by pharmacies in most states and, in select states, by
dispensing physicians as well. In addition, some clinicians employed hy the federal government, including some clinicians in the Indian Health Care Delivery
System, are not licensed in the states where they practice, and do not have access to PDMP data. Certain states require clinicians to review PDMP data prior
to writing each opioid prescription {see state-level PDMP-related policies on the National Alliance for Model State Drug Laws website at
hitp:/fwww.namsdl.org/prescription-monitoring-programs.cfm (http:/iwww.namedl.org/prescription-monitoring-programs.cfm) ). The clinical evidence review
did not find studies evaluating the effectiveness of PDMPs on outcomes related to overdose, addiction, abuse, or misuse (KQ4). However, even though
evidence is limited on the effectiveness of PDMP implementation at the state level on prescribing and mortality outcomes {28), the contextual evidence review
found that most fata! overdoses were associated with patients receiving opioids from multiple prescribers and/or with patients receiving high total daily opioid
dosages; information on both of these risk factors for overdose are available to prescribers in the PDMP. PDMP data atso can be helpful when patient
medication history is not otherwise available (e.g., for patients from cther locales) and when patients fransition care fo a new clinician. The contextual
evidance review also found that PDMP information could be used in a way that is harmful to patients. For example, it has been used to dismiss patients from
clinician practices (211), which might adversely affact patient safety.

The contextyal review found variation in state policies that affect timeliness of PDMP data (and therefore benefits of reviewing PDMP data) as well as time
and workload for clinicians in accessing PDMP data. In states that permit delegating access to other members of the health care ieam, workload for
prescribers can be reduced. These differences might result in a different balance of benefits to clinician workioad in different states. Experts agreed that
PDMPs are useful tools that should be consulted when starting a patient on opioid therapy and periodically during long-term opioid therapy. However, expers
disagreed on how frequently clinicians should check the PDMP during long-term opicid therapy, given PDIMP access issues and the lag time in reporting in
some states. Most experts agreed that PDMP data should be reviewed every 3 months or more frequently during long-term opioid therapy. A minority of
experts noted thai, given the current burden of accessing PDMP data in some states and the lack of evidence surrounding the most effective interval for
PDMP review fo improve patient outcomes, annual review of PDMP data during long-term opioid therapy would be reasonable when factors that increase risk
for opiaid-related harms are not present.

Clinicians should review PDMP data for opicids and gther controlled medications patients might have received from additional prescribers to determine
whether a patient is receiving high total opioid dosages or dangerous combinations (e.g., opicids combined with benzodiazepines) that put him or her at high
risk for overdose. ideally, PDMP data should be reviewed before every opioid prescription. This is recommended in all states with well-functioning PDMPs and
where PDMP access policies make this practicable (e.g., clinician and delegate access permitted}, but it is not currently possible in states without functional
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PDMPs or in those that do not permit certain prescribers to access them. As vendors and practices facilitate integration of PDMP information into regular
clinical workftow (e g., data made available in electronic health records), clinicians' ease of access in reviewing PDMP data is expected 1o improve. In addition,
improved timeliness of PDMP data will improve their value in identifying patient risks.

If patients are found to have high opioid dosages, dangerous combinations of medications, or multiple contfrolled substance prescriptions written by different
clinicians, several actions can be taken to augment clinicians' abilities to improve patient safety:

* Clinicians should discuss information from the PDMP with their patient and confirm that the patient is aware of the additional prescriptions. Occasionally,
PDMP information can be incorrect {e.g., if the wrong name or birthdate has been entered, the patient uses a nickname or maiden nama, or another
person has used the patient's identity to obtain prescriptions).

+ Clinicians should discuss safety concerns, including increased risk for respiratory depression and overdose, with patients found to be receiving opioids
from mare than one prescriber or receiving medications that increase risk when combined with opioids (e.g., benzodiazepines) and consider offering
naloxone (see Recommendation &).

= Clinicians should aveid prescribing opioids and benzodiazepines concurrently whenever possible. Clinicians should communicate with others managing
the patient to discuss the patient’s needs, prioritize patient goals, weigh risks of concurrent benzodiazepine and cpicid expasure, and coordinate care (see
Recommendation 11).

+ Clinicians should calcutate the total MME/day for concurrent opicid prescriptions to help assess the patient's overdose risk (see Recommendatian 5). If
patients are found to be receiving high total daily desages of opicids, clinicians sheuld discuss their safety concerns with the patient, consider tapering to a
safer dosage {see Recommendations 5 and 7), and consider offering naloxane (see Recommendation 8).

» Clinicians should discuss safety concems with other clinicians who are prescribing controlled substances for their patient. Ideally clinicians should first
discuss conecarns with their patient and inform him or her that they plan to coordinate care with the patient's other prescribers tc improve the patient's
safety.

+ Clinicians shoutd consider the possibility of a substance use disorder and discuss concerns with their patient (see Recommendation 12),

+ If clinicians suspect their patient might be sharing or selling opioids and not taking them, clinicians should consider urine drug festing to assist in
determining whether opioids can be discontinued without causing withdrawal (see Recommendations 7 and 10), A negative drug test for prescribed
opioids might indicate the patient is not taking prescribed opioids, although clinicians should consider other poesible reasons for this test result (see
Recommendation 10).

Experts agreed that cliricians should rot dismiss patients from their practice on the basis of PDMP information. Doing so can adversely affect patiant safety,
could represent patient abandonment, and could result in missed opportunities to provide petentially lifesaving information (e.g., about risks of opicids and
overdose prevention) and interventions (e g., safer prescriptions, nonopioid pain treaiment [see Recommendation 1], naloxone [see Recommendation 8], and
affective treatment for substance use disorder [see Recommendation 12]).

10. When prescribing opicids for chronic pain, clinicians should use urine drug testing before starting opioid therapy and consider urine drug
testing at least annually to assess for prescribed medications as well as other controlled prescription drugs and illicit drugs {recommendation

category: B, evidence type: 4).

Concurrent use of opicid pain medications with other opioid pain medications, benzodiazepines, or heroin can increase patients' risk for cverdose, Urine drug
{ests can provide information about drug use that is not reported by the patient. In addition, urine drug tests can assist clinicians in identifying when patients
are not taking opioids prescribed for them, which might in some cases indicate diversion or other clinically impertant issues such as difficulties with adverse
effects. Urine drug iests do not provide accuraie information about how much or what dose of apicids or other drugs a patient took. The clinical evidence
review did not find studies evaluating the effectiveness of urine drug screening for risk mitigatien during opicid prescribing for pain (KQ4). The contexiual
avidence review found that urine drug testing can provide useful information about patients assumed not to be using unreported drugs. Urine drug tasting
results can be subject to misinterpretation and might sometimes be associated with practices that might harm patients (s.g.. stigmatization, inappropriate
termination from care). Routine use of urine drug tests with standardized policies at the practice or clinic level might destigmatize their use. Although random
drug testing also might destigmatize urine drug testing, experts thought that truly random festing was not feasible in clinical practice. Some clinics obtain a
urine specimen at every visit. but only send it for testing on a random schedule. Experts noted that in addition to direct costs of urine drug testing. which often
are not covered fully by insurance and can be a burden for patients, clinician time is needed to interprat, confirm, and communicate results.

Experts agreed that prior 1o starting opioids for chronic pain and periodically during opioid therapy, clinicians should use urine drug testing to assass for
prescribed opicids as well as other controlted substances and illicit drugs that increase risk for overdose when combined with epioids, including nonprescribed
opioids, benzediazepines, and hercin. There was some difference of opinion ameng experts as to whether this recommendation should apply o all patients, or
whether this recommendation should entail individual decision making with different choices for different patients based cn values, preferences. and clinical
situations. While experts agreed that clinicians should use urine drug testing before initiating opioid therapy for chronic pain, they disagreed on how frequently
urine drug testing should be conducied during long-term apioid therapy. Most experts agreed that urine drug testing at least annually for all patients was
reasonable. Some experts noled that this interval might be too long in some cases and teo short in others, and that the follow-up interval should be left to the
discretion of the clinician. Previcus guidelines have recommended more frequent urine drug testing in patients thought to be at higher risk for substance use
disorder (30). However, experts thought that predicting risk prior to urine drug testing is challenging and that currently available tools do not allow clinicians to
reliably identify patients who are at low risk for substance use disorder,

In maost situations, initial urine drug testing can be performed with a relatively inexpensive immuncassay panel for commonly prescribed opicids and illicit
drugs. Patients prescribed lees commonly used opioids might require specific testing for those agents. The use of confirmatory testing adds substantial costs
and should be basad on the need to detect specific opioids that cannot be identified on standard immunoassays or on the presence of unexpecied urine drug
test results. Clinicians should be familiar with the drugs included in urine drug testing panels used in their practice and should understand how fo inferpret
results for these drugs. For example, a positive "optates” immunoassay detects morphine, which might reflect patiant use of morphine, cedeine, or heroin, but
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this immunoassay does not detect synthetic cpioids {e.g., fantanyl or methadone) and might not detect semisynthetic opicids (e.g., oxycodone). However,
many laberatories use an oxycodone immunoassay that detects oxycodone and oxymorphone. In some cases, positive resulis for specific opioids might
reflect metabolites from opicids the patient is taking and might not mean the patient is taking the specific opioid for which the test was positive. For example,
hydromorphone is a metabolite of hydrocodone, and oxymorphone is a metabolite of oxycodone, Detailed guidance on interpretation of urine drug test results,
including which tests to order and expected resulis, drug detection time in urine, drug metabclism, and other censiderations has been pubiished previcusly
(30). Clinicians should not test for substances for which results would not affact patient management or for which implications for patient management are
unclear. For example. experts noted that there might be uncertainty about the clinical implications of a positive urine drug test for tetrahyrdocannabinol {THC).
in addition. restricting cenfirmatory testing to situations and substancas for which results can reasonably be expected to affect patient management can
raduce costs of urine drug testing. given the subsiantial costs associated with confirmatory testing metheds. Before ordering urine drug testing, clinicians
should have a plan for responding to unexpected results. Clinicians should sxplain to patients that urine drug testing is intendad te improve their safety and
should also explain expecied results (e.g., presence of prescribed medication and absence of drugs, including illicit drugs. not reported by the patient).
Clinicians should ask patients about use of prescribed and other drugs and ask whether there might be unexpected results. This will provide an opportunity for
patients to provide information about changes in their use of prescribed opioids or other drugs. Clinicians should discuss unexpected resuits with the local
laboratory or toxicologist and with the patient. Discussion with patients prior to specific confirmatory testing can sometimes yield a candid explanation of why a
particutar substance is present or absent and obviate the need for expensive confirmatory testing on that visit. For example, a patient might explain that the
test is negative for prescribed opicids because she felt opioids were no longer helping and discontinued them. If unexpecied results are not explained, a
confirmatory test using a method selective enough to differentiate specific opicids and metabolites (e.g., gas or liquid chromatography/mass spectrometry)
might be warranted to clarify the situation.

Clinicians should use unexpected results to improve patient safety (e.g., change in pain management strategy [see Recommendation 1]. tapering ar
discontinuation of opicids [see Recommendation 7], more frequent re-evaluation [see Recommendation 7], offering naloxone [see Recommendation 8], or
referral for freatment for substance use disorder [see Recommendation 12, all as apprepriate). If tests for prescribed opioids are repeatedly negative,
confirming that the patient is not taking the prescribed opicid, clinicians can discontinue the prescription without a taper. Clinicians should not dismiss patients
from care based on a urine drug test result because this could constitute patient abandanment and could have adverse consequences for patient safety,
potentially including the patient obtaining opicids from alternative sources and the clinician missing opporiunities to facilitate treaiment for substance use
disorder.

11. Clinicians should avoid prescribing opioid pain medication and benzodlazepines concurrently whenever possible (recommendation category;
A, evidence type: 3).

Benzodiazapines and opicids both cause central nervous system depression and can decrease respiratory drive. Goncurrent use is likely to put patiants at
greater risk for potentially fatal overdose. The clinical evidence review did not address risks of benzodiazepine co-prescription among patients prescribed
opioids. Howaver, the contextual evidence review found evidence in epidemiologic series of concurrent benzodiazepine use in targe proportions of opioid-
related overdose deaths, and a case-cohort study found concurrent benzodiazepine prescription with cpioid prescription to be associated with & near
guadrupling of risk for overdose death compared with opioid prescription alone (212). Experis agreed that although there are circumstances when it might be
approgriate to prescribe opioids to a patient receiving benzodiazepines (s.g., severe acute pain in a patient taking long-term, stable low-dose benzodiazepine
therapy). clinicians should avoid prescribing opicids and benzodiazepines concurrently whenever possible. In addition, given that other central nervous system
depressants (e.g., muscle relaxants, hypnotics) can potentiate central nervous system depression associated with opioids, clinicians should consider whether
benefits outweigh risks of concurrent use of these drugs. Glinicians should check the PDMP for concurrent controlled medications prescribed by other
clinicians (see Recommendation 9) and should consider invelving pharmacists and pain specialists as part of the management team when opioids are co-
prescribed with other central nervous system depressants. Because of greater risks of benzodiazepine withdrawal relative o opicid withdrawal, and because
tapering opioids can be associated with anxiety, when patients receiving bath benzodiazepines and opioids require tapering to reduce risk for fatal respiratory
depression, it might be safer and more practical to taper opioids first (see Recommendation 7). Clinictans should tapsr benzodiazepines gradually if
discontinued because abrupt withdrawal can be asscciated with rebound anxiety, hallucinations, seizures, delirium tremens, and, in rare cases, death
(contextual evidence review). A commenly used tapering schedule that has been used safely and with moderate success is a reduction of the benzodiazepine
dose by 25% every 1-2 weseks (273,214). CBT increases tapering success rates and might be particularly helpful for patients struggling with a
benzodiazepine taper (273). If benzodiazepines prescribed for anxiety are tapered or discontinued, or if patienis recaiving opioids require treatment for
anxiety, evidence-based psychotherapies (e.g., CBT) and/or specific anti-depressants or other nonbenzodiazepine medications approved for anxiety shouid
be offered. Experts emphasized that clinicians should communicate with mental health professionals managing the patient to discuss the patient's needs,
pricritize patient goals, weigh risks of concurrent benzodiazepine and cpioid exposure, and ceordinate care.

12. Clinicians should offer or arrange evidence-based treatment (usually medication-assisted treatment with buprenorphine or methadone in
combination with behavioral therapies) for patients with opicid use disorder (recommendation category: A, evidence type: 2.

Opioid use disorder (previously classified as opioid abuse or opioid dependence) is defined in the Diagnostic and Siatistical Manual of Mental Disorders, 5th
aditien (DEM-5} as a problematic pattern of opioid use leading to clinically significant impairment or distress, manifested by at least two defined criteria
occurring within a year (http://pcssmat. crafwp-content/uploads/2014/02/5B-DSM-5-Opivid-Use-Disorder-Diagnostic-Criteria.pdf ~ (hitp://pcssmat.orgfwp-
content/uploads/2014/02/5B-DSM-5-Cpioid-Use-Disorder-Diagnostic-Criteria.pdf) ) (20).

The clinical evidence review found prevalence of opioid dependence (using DSM-IV diagnosis criteria) in primary care settings among patients with chronic
pain on opioid tharapy to be 3%—26% (KQ2). As found in the contextual evidence review and supported by moderate guality evidence, opioid agonist or partial
agonisi treatment with methadone maintenance therapy or buprenorphine has been shown to be more effective in preventing relapse among patients with
opioid use disorder (157—153). Some studies suggest that using behavioral therapies in combination with these treatments can reduce opioid misuse and
increase retention during maintenance therapy and improve compliance after detoxification (754, 755); behavioral therapies are alsc recommended by clinical
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practice guidelines {215). The cited studies primarily evaluated patients with a history of illicit opioid use, rather than prescription opicid use for chronic pain.
Recent studies among patients with prescription opioid dependence (based on DSM-IV criteria) have found maintenance therapy with buprenorphine and
buprenorphine-naloxone effective in preventing relapse (276,277). Treatment need in a community is often not met by capacity to provide buprenorphine or
methadone maintenanca therapy (2718), and patient cost can be a barrier to buprenorphine treatment because insurance coverage of buprenorphine for opioid
use disorder is often limited (272). Cral or long-acting injectable formulations of naltrexone can also be used as medication-assisted treatment for opioid use
disarder in nenpregnant adults, particularly for highly motivaled persens (220,227). Experts agreed that clinicians prescribing opioids should identify treatment
resources for opioid use disorder in the community and should work together ic ensure sufficient treaiment capacity for opioid use diserder at the practice

leval,

If clinicians suspect opioid use disorder based on patient concerns or behaviors or on findings in prescription drug monitoring program data (see
Recommendation 9) or from urine drug testing {see Recommendation 10), they should discuss their concern with their patient and provide an oppertunity for
the patient to disclose related cencerns or problems. Clinicians should assess for the presence of opicid use disorder using DSM-5 criteria {20). Altarnatively,
clinicians can arrange for a substance use disorder treatment specialist to assess for the presence of opicid use discrder. For patients meeting criteria for
opioid use disorder, clinicians should offer or arrange for patients te receive evidence-based treatment, usually medication-assisted treaiment with
buprenemhine or methadone maintenance therapy in combination with behavioral therapies. Cral ar long-acting injectable naltrexone, a long-acting opiqid
antagaonist, can also be used in nen-pregnant adults. Naltrexone blocks the effects of opicids if they are used but requires adherence to daily oral therapy or
manthly injections. For pregnant women with opioid use disorder, medication-assisted therapy with buprenorphine (without naloxone} or methadone has been
associated with improved maternal outcomes and should be offered (see Recommendation 8}. Clinicians should also cansider offering naloxone for overdose
prevention to patients with opioid use disorder (see Recommaendation 8). For patients with problematic opioid use that does not meet criteria for opicid use
disorder, experts neted that clinicians can offer to taper and discontinue opicids {see Recommendation 7). For patients who choose to but are unable to taper,
clinicians may reassess for opioid use disorder and offer opipid agonist therapy if criteria are met.

Physicians net already certified to prowide buprenorphine in an office-based setting can undergo training to receive a waiver from the Substance Abuse and
Mental Health Services Administration {SAMHSA) that allows them to prescribe buprencrphine to treat patients with cpioid use disorder. Physictans
prescribing opicids in communities without sufficient treatment capacity for opioid use disorder should strongly consider cbtaining this waiver. Information
about qualfications and the process to obtain a waiver are available from SAMHSA (222). Clinicians do not need a waiver to offer naltrexone for opicid use

disorder as part of their practice.

Addifional guidance has been published previously (275) on induction, use, and monitoring of buprenorphine treatment (see Part 5) and naltrexcne treatment
(see Part 6) for opicid use discrder and on goals, components of, and types of effeclive psychosocial treatment that are recommended in conjunction with
pharmacolegical treatment of opioid use disorder (see Part 7). Clinicians unable to provida treatment themselves should arrange for patients with opicid use
disorder ta receive care from a substance use disorder freatment specialist, such as an office-based buprenorphine or naltrexone treatment provider, or from
an opioid treatment program cerlified by SAMHSA, to provide supervised medicaticn-assisied treatment for patients with opioid use disorder. Clinicians should
assist patients in finding qualified treatment providers and should arrange for patients to follow up with these providers, as well as arranging for ongoing
coordination of care. Clinicians should not dismiss patients from their practice because of a substance use disorder because this can adversely affect patient
safety and could represent patient abandonment. Identification of substance use disorder represents an cpportunity for a clinician to inittate potentially life-
saving interventions. and it is impertant for the clinician to collaborate with the patient regarding their safety to increase the likelihood of successful treatment.
In addition, although identification of an epicid use disorder can alter the expected benefits and risks of opioid therapy for pain, patients with co-accurring pain
and substance use disorder require ongeing pain management that maximizes benafits relative to risks. Clinicians should continue to use nonpharmacclogic
and nonopioid pharmacologic pain treatments as appropriate (see Recommendation 1) and consider consulting a pain specialist as needed o provide optimal

pain management.

Resaurces to help with arranging for treatment include SAMHSA's buprenorphine physician tocator (hitp:/fbuprencrphine.samhsa.gowbwns_locator
(http://buprenorphine. samhsa.gev/bwns_locator) ), SAMHSA’s Opicid Treatment Program Directory (hitp://dpt2. samhsa.govitreatment/directory.aspx
{htip://dpt2. samhsa.govitreatment/directory.aspx) }; SAMHSA's Provider Clinical Support System for Opicid Therapies (http.//pcss-c.org

(http://pcss-0.0rg) ), which offers extensive experience in the treatment of substance use diserders and specifically of opioid use disorder, as well as
expsrtise en the interface of pain and opioid misuse; and SAMHSA's Pravider's Clinical Support System for Medication-Assisted Treatment {hitp.//pcssmat.org
(hitp:/ipcssmat.org) ), which offers expert physician mentors to answer questions about assessment for and freatment of substance use disorders.

Conclusions and Future Directions Top

Clinical guidelines represent one strategy for improving prescribing practices and heaith outcornes. Efforts are required to disseminate the guideline and
achieve widespread adoption and implementation of the recommendations in clinical settings. CDC will translate this guideline into user-friendly materials for
distribution and use by heaith systems, medical professional societies, insurers, public health departments, health information technology developers, and
clinicians and engage in dissemination efforts. CDC has provided a checklist for prescribing opioids for chronic pain {hitp:/stacks.cdc goviview/cdc/38025
{hitp.#istacks.cge.goviview/cdc/38025)), additional resources such as fact sheets (hitp:/fwww.cdc.govidrugoverdose/prescribing/resources.html

hitp:/hwww.cde. govidrugoverdose/prescribing/rescurces. htmi}), and will provide a mobile application to guide clinicians in implementing the recommendations.
CDC will also work with partners to suppaort clinician education on pain management options, opicid therapy, and risk mitigation sirategies (e.g., urine drug
testing). Activities such as development of clinical decision suppert in efectronic health records to assist clinicians' treatment decisions at the peint of care;
identification of mechanisms that insurers and pharmacy benefit plan managers can use to promote safer prescribing within plans; and development of clinical
quality improvement measures and initiatives to improve prescribing and patient care within health systems have promise for increasing guideline adoption
and improving practice. In addition, palicy initiatives that address barriers to implementation of the guidelines, such as increasing accassibility of PDMP data
within and across states, e-prescribing, and availability of clinicians who can offer medication-assisted treatment for opioid use disorder, are strategies to
consider to enhance implementation of the recommended practices. CDC will work with federal partners and payers to evaluate sirategies such as payment
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reform and health carse delivery models that could improve patient health and safety. For axample, strategies might include strengthened coverage for
nongharmacologic treatments, appropriate urine drug testing, and medication-assisted treaiment; reimbursable time for patient counseling; and payment
models that improve access to interdisciplinary, coordinated care.

As highlighted in the forthcoming report on the National Pain Strategy, an overarching federal effort that outlines a comprehensive population-level health
strategy for addressing pain as a public health problem, clinical guidelines complement cther strategies aimed at preventing illnesses and injuries that lead to
pain. A draft of the Naticnal Pain Strategy has been published previously (180), These strategies include strengthening the evidence base for pain prevention
and treatment strategies, reducing disparities in pain treatment, improving service delivery and reimbursement, supporting professional education and training.
and providing public education. 1t is important that overall improvemeants be mads in developing the workforce to address pain management in general, in
addition to opioid preseribing specifically. This guideline also complements other federal efforts focused on addressing the opioid overdose epidemic including
preécriber training and education, improving access to treatment for opioid use disorder, safe storage and disposal programs, utilization management
mechanisms, naloxone distribution programs, law enforcement and supply reduction efforts, prescription drug monitoring program impravements, and support
for community coalitions and state prevention programs.

This guideline provides recommendations that are based on the best available evidence that was interpreted and informed by expert opinion. The clinical
scientific evidence informing the recommendations is low in quality. To inform future guideline development, more research is necessary to fill in critical
evidence gaps. The evidence reviews forming the basis of this guidsline clearly illustrate that there is much yet to be learned abeut the effectiveness, safety,
and eceonomic efficiency of long-term opioid therapy. As highlighted by an expert panel in a recent workshop sponscred by the National Institutes of Health on
the role of opicid pain medications in the treatment of chrenic pain, “evidence is insufficient for every clinical decision that a provider needs to make about the
use of opioids for chronic pain® {223). The National Institutes of Health panel recommended that research is nesded to improve our undarstanding of which
types of pain, specific diseasas, and patients are most likely to be asscciated with benefit and harm from opioid pain medicatiens, evaluate multidisciplinary
pain interventions, estimate cost-benefit, develop and validate tools for identification of patient risk and outcomes; assess the effectiveness and harms of
opioid pain medications with alternative study designs; and investigate risk identification and mitigation strategies and their effects on patient and public health
cutcomes. |t is also important to cbtain data to inform the cost feasibility and cost-effectiveness of recommended actions, such as use of nonpharmacolegic
therapy and urine drug testing. Research that contributes to safer and more effective pain treatment can be implemented across public health entities and
federal agencies (4). Additional research can inform the development of future guidelines for special populations that could not be adequately addressed in
this guideline, such as children and adolescents, where evidence and guidance is nesded but currently lacking. CDC is committed to working with partners fo
tdentify the highest pricrity research areas to build the evidence base. Yet, given that chronic pain is recognized as a significant public heaith problem, the
risks associated with long-term opicid therapy, the availability of effective nonpharmacolegical and nenopioid pharmacologic treatment options for pain, and
the potential for improvement in the quality of health care with the implementation of recommended practices, a guideline for prescribing is warranted with the
evidence that is currently available. The balance between the benefits and the risks of long-term opioid therapy for chronic pain based on both clinical and
contextual svidence is strong enough to support the issuance of category A recommendations in most cases.

CDC will revisit this guideline as new evidence becemes available to determine when evidence gaps have been sufficientty closed to warrant an update of the
guideline. Until this research is conducted, clinical practice guidelines will have to be based on the best available evidence and expert opinion. This guideline
is intended to improve communication between clinicians and patients about the risks and benefits of opicid therapy for chronic pain, improve the safety and
effectiveness of pain treatment, and reduce the risks associated with long-term opioid therapy, including opicid use disorder, overdose, and death. CDC is
committed 1o evaluating the guideline to identify the impact of the recommendations on clinician and patient outcomes, both intended and unintended, and
revising the recommendations in future updates when warranted.
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Injury Prevention and Control, Sarah Lewis, MPH, Division of Unintentional Injury Prevention, National Center for Injury Prevention and Control, Helen
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The travel regulations require that “travelers
must submit the Travel Expense Reimbursement
Voucher with 30 days after completion of their
trip”. (CAPP Topic 20335, State Travel

Regulations, p.7)

In order for the agency to be in compliance with
the state travel regulations, please submit your
request for today’s meeting no later than

uary 19, 2018




