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What to Expect

Didactic Presentation
20 minutes + Q&A

Case Discussions

* Case Presentation
5 min.

. CIarifKing guestions from spokes,
then hub
2 min. each

« Recommendations from spokes,
then hub
2 min. each

 Summary (hub)
5 min.

Closing and Questions

Virginia Commonwealth
University

Bi-weekly tele-ECHO sessions (1.5 hours)

Didactic presentations developed by inter-
professional experts in palliative care

Website: www.vcuhealth.org/pcecho

Email: pcecho@vcuhealth.org

: -

Let’s get started!


http://www.vcuhealth.org/pcecho
mailto:pcecho@vcuhealth.org

Hub Introductions

VCU Team

Clinical Directors Egidio Del Fabbro, MD
VCU Palliative Care Chair and Program Director
Danielle Noreika, MD, FACP, FAAHPM
Medical Director/Fellowship Director VCU Palliative Care

Clinical Experts Candace Blades, JD, RN — Advance Care Planning Coordinator
Brian Cassel, PhD — Palliative Care Outcomes Researcher
Jason Callahan, MDiv — Palliative Care Specialty Certified
Felicia Hope Coley, RN
Diane Kane, LCSW — Palliative Care Specialty Certified
Tamara Orr, PhD, LCP — Clinical Psychologist

Support Staff
Program Manager Teri Dulong-Rae & Bhakti Dave, MPH

Telemedicine Practice Administrator David Collins, MHA
IT Support Frank Green




Spoke Participant Introductions

Name and Institution




Methadone

Abused or Under-Used?
Egidio Del Fabbro, MD
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* High affinity for mu and delta receptors

* NMDA receptor antagonist

* Large inter-individual variation in pharmacokinetics

* Long ,variable half life can be more sedating

* Equi-analgesic variation from 1:1 to 10 :1 for morphine
* Drug Interactions

* Prolongs QTc




Convenient and effective in the
management of pain in patients with cancer

University

* Low cost

e Retrospective studies for neuropathic pain
* high oral bioavailability

* rapid onset of analgesic effect

* long half-life (resulting in less frequent dosing schedules)

e lack of active metabolites

* [ow rate of induction of tolerance
* Kidney failure and dialysis




Project

Can methadone be used as first line therapy? NKECHO
152 patients screened

P! 37 not eligible

4" 12 refused

A 4
103 randomized
Methadone l Morphine
A 4
49 54
7 Discontinued I N 4 Discontinued

6 opioid side effect§ 1 death (disease progression)
1 disease progression 1 poor symptom control

2 withdrawal of consent

A 4 \ 4
Day 8 42 completed / analyzed 50 completed / analyzed

13 Discontinued 13 Discontinued

5 opioid side effects < Y
7 disease progression (1 death)

1 poor symptom control

3 opioid side effects

6 disease progression

1 poor symptom control
2 withdrawal of consent
1 other reason (moved)

Bruera E, et al. Methadone versus morphine as
\ 4 \ 4 a first-line strong opioid for cancer pain: a

Day 29 29 completed / analyzed 37 completed / analyzed randomized, double-blind study. J Clin Oncol.

—_— 2004 Jan 1;22(1):185-92.



https://www.ncbi.nlm.nih.gov/pubmed/14701781

Mean sedation scores for patients receiving
methadone and morphine for baseline through 5
day 8

—
o
1 |

0 Methadone Bruera E, et al. Methadone versus
Morphine morphine as a first-line strong
opioid for cancer pain: a
randomized, double-blind study. J
Clin Oncol. 2004 Jan 1:22(1):185-
92.

Sedation Categorical Score (0-10)
O = N W P O OO N © ©



https://www.ncbi.nlm.nih.gov/pubmed/14701781

Methadone as a First-Line Opioid in Cance
Pain Management: A Systematic Review

219 hits

12 abstracts selected for full 3 papers retrieved by cross-reference
assessment

W

15 papers fully assessed in detail

o papers discarded because
assessing opioid switching

Vv

10 papers considered for review

Mercadante S, Bruera E. Methadone as a First-Line Opioid in Cancer Pain
Management: A Systematic Review. J Pain Symptom Manage. 2018
Mar;55(3):998-1003. doi: 10.1016/j.jpainsymman.2017.10.017.



https://www.ncbi.nlm.nih.gov/pubmed/29101087

Methadone

* Methadone doses seem to remain more stable in time with slow
escalation indexes

* Methadone has been also initiated successfully as a first line drug in
patients who were opioid naive
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QTc Interval Prolongation in Pediatric and ECHO
Young Adult Patients on Methadone for
Cancer-Related Pain

BaselneECG before
methadone initiated
(n = 42)

Reasons child did not have 1-2 week follow up ECG (n=4)
* Transfer of care to another institution(n = 2, 50%)

* Resolutionof pain syndrome(n=1, 25%)

* Death(n=1, 25%)

Madden K, et al. J Pain Symptom
Manage. 2019 Jun 11. pii: SO885-
3924(19)30303-3. doi:
10.1016/j.jpainsymman.2019.05.021.

1-2week follow up ECG:
38/42 children(91%)

Reasons child did not have 4-6 week follow up ECG (n=7):
* Death(n=2,29%)

* Resolutionof pain syndrome(n =2, 29%)

* Nonadherence(n=1, 14%)

* Methadonediscontinued (QTc2500ms) (n=1, 14%)

* Transfer of care to another institution(n=1, 14%)

4

T— A 4
e 4-6 week follow up ECG:
31/42 children(74%)



https://www.ncbi.nlm.nih.gov/pubmed/31195079

How to rotate over to methadone

Table 1
Summary of Main Methods of Rotation to Methadone

Rotation Method

Description

3DS

RC stop and go

AL stop and go

German model

Outpatient titration

Day 1—30% of original opioid replaced with an equianalgesic dose of methadone given in three daily divided doses

Days 2 and 3—dose of methadone is increased by 30% and dose of original opioid reduced by 30% each day

Original opioid is discontinued

Daily methadone dose is calculated according to evidence-based conversion ratios and given in three regular divided
daily doses

Regular methadone dose titrated to achieve effective analgesia

It has been argued that a higher priming dose of methadone (20%—30% higher than as calculated using published
conversion ratios) may be required initially”’

Original opioid is discontinued

A fixed dose of methadone that is 1/10th of the actual or calculated morphine equivalent oral daily dose up to a
maximum of 30 mg is calculated

The fixed dose is taken orally as required but not more frequently than three hourly

On Day 6, the methadone requirement of the previous two days is noted and converted into a regular ql2-hourly
regime

Original opioid is discontinued

Methadone is prescribed at a dose of 5—10 mg orally every four hours and every one hour as needed

On Days 2—3, the dose of methadone is titrated up by 30% until analgesia is achieved. After 72 hours, methadone
dosing is changed to an every eight-hour and every three-hour as-needed regime as the same dose as prescribed on
Days 2—3. Methadone dose is titrated up until analgesia is achieved

Original opioid continued at same dose

Methadone commenced at 5 mg orally every four hours and increased by 5 mg/dose every three days until improved
analgesia is noted

Original opioid then reduced by one-third, and the methadone dose increased according to breakthrough
requirements. The original opioid dose is reduced, and the methadone dose increased accordingly over a variable

period

3DS = three-day switch; RC = rapid conversion; AL = ad libitum.

—— McLean, Twomey. J Pain Symtom Manage. 2015
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https://www.jpsmjournal.com/article/S0885-3924(15)00175-X/fulltext

Methods of Rotation from Another Strong Opioid to

Methadone for the Management of Cancer Pain: A  EkEE5H
Systematic Review of the Available Evidence

e Evidence mainly from uncontrolled observational studies, making
causality difficult to establish. Studies heterogeneous in methodology

and outcome measures.

* There was a trend toward excess AEs using the RC method, in
comparison to the AL and 3DS methods

* The methodological quality of the AL studies was low. A direct
comparison of AL and 3DS methods would be informative.

McLean, Twomey. J Pain Symptom Manage. 2015



https://www.ncbi.nlm.nih.gov/pubmed/25896106
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Expert White Paper on Methadone

Table 1
Patient Selection for Methadone Therapy

Potentially Appropriate Candidates for Methadone in HPC Potentially Inappropriate Candidates for Methadone in HPC
® Moderate to severe pain (especially as a second-line opioid choice) e Patient lives alone, or poor cognitive functioning, without a
e Pain refractory to other opioids responsible caregiver
e True phenanthrene (e.g., morphine) allergy e Lack of knowledgeable practitioner on transfer
e Significant renal impairment e History of opioid/medication nonadherence
e Need for a long-acting opioid (particularly as an oral concentrate e History of substance misuse or SUD (patient or family)

solution) e Multiple risk factors for methadone toxicity (e.g., clinical
e High opioid tolerance instability, multiple transitions in care, history of transplant)
e Poorly controlled opioid-induced adverse effects with other opioids e History of QQTc prolongation or at high risk for such
e History of dysphagia, inability to swallow, or feeding tube e Prognosis less than projected time to methadone steady state

placement (i.c., five to seven days)

e Obstructive or central sleep apnea
e Determined to be medically inappropriate after risk assessment
(see next section)

HPC = hospice and palliative care.

McPherson, et al. Safe and Appropriate Use of Methadone in Hospice and Palliative
e Care: Expert Consensus White Paper. J Pain Symptom Manage. 2019 Mar;57(3):635-
— 645.e4. doi: 10.1016/j.jpainsymman.2018.12.001.



https://www.ncbi.nlm.nih.gov/pubmed/30578934
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Expert White Paper on Methadone

Table 2
Precautions and Contraindications to Methadone Therapy

Applies to all Opioid Applies Specifically

Risk Factor Precaution Contraindication Including Methadone to Methadone
Impaired liver function or liver failure X X
Acute or unstable liver injury/damage x (avoid usc) X (precaution) x (contraindicated)
Active illicit drug use or misuse (cocaine, X x (overall risk) x (additional risk of QTc

amphetamines, ephedrine, heroin, opioids) prolongation)
Congenital QTc syndrome (patient or family) X (buprenorphine and  x

mecthadone only)

Structural heart discase (congenital heart defects, X X

history of endocarditis, or heart failure)”
Electrolyte abnormalities, or at risk for same X X

(c.g., hypokalemia, hypomagnesemia)
Disordered breathing syndromes X X

X X

Pamlytic ileus

“See ECG monitoring section.

McPherson, et al. Safe and Appropriate Use of Methadone in Hospice and Palliative
Care: Expert Consensus White Paper. J Pain Symptom Manage. 2019 Mar;57(3):635-
645.e4. doi: 10.1016/j.jpainsymman.2018.12.001.



https://www.ncbi.nlm.nih.gov/pubmed/30578934

Expert White Paper on Methadone

Table 3
ECG Monitoring and Action Steps

Level of
Vigilance

Goals of Carc

Methadone
Role

Bascline ECG

Follow-Up ECG

High

Modecrate

Low

Curative,
life-prolonging

Curative,
life-prolonging

Comfort measurcs
only

Comfort measurcs
only

First linc

Sccond line

First linc

Second line

Obtain bascline ECG:

* Positive risk factors”

e Prior QTc =450 ms

» History suggestive of prior ventricular
arrhythmia

Consider baseline ECG:

* No risk factors

o (YTc <450 ms in the previous year

Recommendation:

* OTc =b00 ms—do not use methadone

o QTc 1450—199 ms—consider alternate
opioid (or correct reversible causes of QTc
prolongation and rcasscss)

» Discuss risks and bencfits with patient/
family in light of goals of care

* Routine bascline ECG monitoring not
rccommended; may consider ECG
depending on patient’s risk status, wishes,
and goals of carc (c.g., curative)

¢ Document informed consent if no ECG

¢ [ ECG obtained, follow recommendations
above

e No ECG unless compelling indication

¢ [ FCG obtained, follow recommendations
above

Obtain ECG within two to four wecks:

¢ Positive risk factors

e Prior ECG with QTc = 450 ms

¢ [History ol syncopce

Obtain additional ECG:

¢ TDD mecthadone reaches 30—410 mg

e TDD methadone reaches 100 mg

* New risk factors or signs/symptoms
suggesting arrhythmia

Recommendation:

e QTc = 500 ms—switch to alternative
opioid or reduce methadone dose

s (OTc 450—499 ms—considcr switching to
alternative opioid or reduce methadone
dosc

# Reinitiate discussion of risks/benefits if
goals of carc change

* Routince follow-up ECG monitoring not
reccommended; may consider ECG
depending on patient’s risk status, wishes,
and goals of carc

¢ Document informed consent if no ECG

¢ [ ECG obtained, follow recommendations
above

e No ECG unless compelling indication

¢ [ ECG obtained, follow recommendations
above

“Clinical risk assessment is always indicated and may alter recommendation for ECG monitoring. Risk factors include hypokalemia, hypomagnesemia, impaired

liver function, structural heart disease (congenital heart defects, history of endocarditis, or heart failure), and genetic predisposition including patient or family

history of congenital (Ylc syndrome, use of (¥lTe-prolonging medications.”
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McPherson, et al. Safe and
Appropriate Use of Methadone in
Hospice and Palliative Care:
Expert Consensus White Paper. J
Pain Symptom Manage. 2019
Mar;57(3):635-645.e4. doi:
10.1016/j.ijpainsymman.2018.12.
001.
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Referral from Oncology

* 59 year male with Multiple Myeloma

* LE numbness and burning pain

* Dorsum and plantar pain, worse after standing

e Cannot sleep more than 30 minutes at a time

* Taken off bortezemib because of painful sensory neuropathy
* No thalidomide Rx




Labs

* BUN=30 Creatinine=2.32
e Total Protein=5.5 Albumin =3.7 IgG elevated
e CBC normal except for mild thrombocytopenia

* Bone survey=moderate degenerative changes ,no lytic lesions
* EKG QTc=410




Management Trials

* Gabapentin 300mg bid
* 300mg t.i.d causes muscle twitching and jolts
* Duloxetine trial by oncology, alprazolam for insomnia

» wife observed personality changes, an increase in anxiety, and
irrational thoughts

e Capsaicin and topical lidocaine ineffective




Initial Palliative Care Outpatient Visit

e Pain: 2/10.

* Fatigue: 4/10.

* Nausea: 0/10.

e Depression: 0/10.

e Anxiousness: 0/10.

* Drowsiness: 2/10.

* Appetite: 0/10.

* Wellbeing: 0/10.

* Shortness of breath: 0/10.
* Sleep: 2/10.




Add methadone 2.5mg gl12h po ,discontin
benzo ,and follow-up 4 weeks later

e Pain: 1/10.

* Fatigue: 2/10.

* Nausea: 0/10.

e Depression: 0/10.

e Anxiousness: 0/10.

* Drowsiness: 2/10.

e Appetite: 1/10.

* Wellbeing: 0/10.

* Shortness of breath: 1/10.
* Sleep: 1/10.




Virginia Commonwealth
University

* Wean to 300mg then discontinued gabapentin

* Increase methadone to 5mg bid

* Follow up in 4 weeks ,pain still 1/10

e Quality of life improved ,more active

* ‘life altering’ ‘able to smile for the first time since pain started’
 Sustained relief for at least 14 months so far
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Symptoms suggestive of polyneuropathy
[

v L

Hyporeflexia, sensory loss,
atrophy/weakness

Hyperreflexia,
increased tone

v

Consider central process
{eg, spinal cord disease)

Virginia Commonwealth
University

UPtoDATE

v v v v v

— Consider work-up as for = HIV
axonal polyneuropathy = Hu antibody
= Mathylmalonic acid 1
= Homocysteine

= Hepatitis B and C

testing

EMG with pol-radiculopathy, EMG with EMG with
plexapathy, or MNormal EMG axonal demyelinating .EMG with
mononeuropathy physiclogy physiolagy mixed pattern
multiplex
|
I 1
Hereditary Acquired features
features on on EMG; no family
EMG history
Toxin, drugs?: = SPEP

mg12 = UPEP

= TSH = Hepatitis B and C

= Glucose " HIV

] Elmhemnglnbin u Lumbar- punctur-e W::lrlru;:_: EE-FDT

= ANA = GM1/ant-MAG demyelinating

= ESR antibodies

= SPEP and UPEP

Family history?
L) Y + Y + +
® Work-up as appropriate, = Observe for progression If negative, consider: Consider: Consider: If negative, consider:
including imaging studies = Repeat EMG = Urine heavy metals ® Charcot-Marie-Tooth = Treatment for = peripheral nerve
(radiculopathy and = Skin biopsy for = Urine porphyrins disease Type 1 CIDP with steroids, biopsy
ple:mpaﬂw]l a"_d bl=ro= evaluation of small = Rheumatoid factor . plasmapheresis, or = Axonal
biopsy/serologic studies fibers - N i Evaluate family IVIG polyneuropath
. . = Sidgren's testing Yoo rad ¥ paty
[mononeuritis multiplex) A ic testing® members; genetic S
utonomic testing = Lyme antibody
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Explore () search CAREERS SUPPORT (@ MYVCUHEALTH ¢, CONTA!
WCU Heatth at VCU Health 4 VCU Health Patient Portal WL He Project

Claim CME / CEU at =S
www.vcuhealth.org/pcecho

a VCU Health Palliative Care ECHO

f Our VCU Health Palliative Care ECHO program partners with community practices caring for

Telehealth

About Telehealth at VCU Health ,

patients with serous illness and applies our interdisciplinary care team - a mix of physicians, nurses, For Patient
or Patients

: : ) : ) ) v
social workers, psychologists, chaplains and more - to provide patient care support and education

[!] o For Providers Fs
throughout Virginia.

Wirginia Opioid Addiction v
We have a long-standing palliative care program with an inpatient unit, consult service and ECHD
supportive care clinic to provide serious illness care. Many communities in Virginia do not have VU Health Palliative Care
access to palliative care and we're here to help. ECHO
Curriculurn

« View Palliative Care ECHO sessions (CME/CEU available).
» Register now for an upcoming clinic.

Register Mow!

« Submi cred participants only). Submit Your Case Study

Virginia Sickle Cell Disease s
ECHO

e~ Contact us for more information or help with any questions about our program.

Telehealth Programs v

TAbout Palliative Care
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Submit your evaluation to claim your CME

Resize font
VCU Health Palliative Care ECHO Survey Qe
Please complete the survey below.

Thank you!

Name

* must provide value

Credentials (MD. DO. NP. RN. ...)

* must provide value

Email Address

* must provide value

| attest that | have successfully attended the Virginia Yes
Palliative Care ECHO Clinic.
No

* <t Al A
must provide value reset




CAREERS
WU Haalth at VCU Health

View recorded sessions at
www.vcuhealth.org/pcecho

a VCU Health Palliative Care ECHO

f Our VCU Health Palliative Care ECHO program partners with community practices caring for

SUPPORT
4 VCU Health

Explore

O\Srearch

patients with serious iliness and applies our interdisciplinary care team - a mix of physicians, nurses,
social workers, psychologists, chaplains and more - to provide patient care support and education
bt throughout Virginia.

We have a long-standing palliative care program with an inpatient unit, consult service and
supportive care clinic to provide serious illness care. Many communities in Virginia do not have
access to palliative care and we're here to help.

« View Palliative Care ECHO sessions (CME/TZ

« Submit a case study (registered participants only).
« Live Session Participants: Claim CME/CEU.

available).

Contact us for more information or help with any questions about our program.

TAbout Palliative Care

@ MY WVCU HEALTH

t* CONTAL
Patient Portal

WCU He

Telehealth
About Telehealth at VCU Health ,
For Patients W
For Providers Fs

Wirginia Opioid Addiction v
ECHO

Fal
VC U Health Palliative Care

ECHOD
Register Mow!
Submit Your Case Study

Virginia Sickle Cell Disease s
ECHO

Telehealth Programs v
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http://www.vcuhealth.org/pcecho

1zz Explore
B CU Hashh QSEamh

@ H ea Ith } Qur Providers our Services

Home > For Providers > Education > VU Health Palliative Care ECHO > Curriculum

& Curriculum

f Register now for an upcoming clinic on palliative care.
Upcoming Clinics

Mindfulness and Provider Self Care
June 13, 2019

Previous Clinics

Introduction to Palliative and Supportive Care
Feb. 14, 2019

View session for CME

» Define palliative care and

differentiate from hospice.

= Describe reasons for referral to
palliative care.

= Describe basic structure of
palliative care team.

CAREERS SUPPORT @ MY VCU HEALTH CONTACT
at WCU Health VCU Health Pafient Portal VCU Health
Locations Patients & Visitors For Your Health Qur Story
Telehealth
About Telehealth at VCU Health ,
For Patients W
Far Providers A
+ irginia Opioid Addiction ()
ECHO
~
WCU Health Palliative Care
ECHO
Curriculum
Register Mow!

Submit Your Case Study

— Wirginia Sickle Cell Dizease s
ECHO
Telehealth Programs W

Presented by Danielle Noreika, MD
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ECHO.
View previously recorded ECHOs for CME

Click “Tests” to view video @ Health.
of the session and take a
short quiz for continuing
education credit

SignIn  Live Courses RSS Calendar Online Courses About ContactUs Help

Introduction to Palliative and Supportive Care

m

Date & Location

Wednesday, March 6, 2019, 9:09 AM - Friday, Mar 20, 10:09 AM

Target Audience
Hospitalist, Internal Medicine, Multiple Specialties, Psychology, Social Work

Overview
Online archived sessions include a video, a listing of reading materials and a post-test assessment
Objectives

G 1. Define palliative care and differentiate from hospice

— 2. Define palliative care and differentiate from hospice
— 3. Describe basic structure of palliative care team
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View your CME/CEU transcript

* Go to vcu.cloud-cme.com and click “My CE”

* Log in with the email you used to register for our ECHO session

Health.

Signin Live Courses RSS Calendar Online Courses About ContactUs Help @ Health

Courses >

Application >
My CE >
Claim MOC >

Online Disclosure Form >

Sign Out  Live Courses RSS Calendar Online Courses  About

Virginia Commonwealth
University

<< Back to VCU Health
Welcome Teri Dulong-Rae
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view your transcript

Reset My Password
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—— I am an employed member of VCU Health Staff.
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THANK YOU!

We hope to see you at our next ECHO
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