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Module 2: Training goals
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| 0 describe the:

MEGICAINNISYCHIAICACONSEYUERCES
EenetitsTanclimitatonsioimethaconerasa
pharmacotherapy foropiate depeEndence

~Benetitsrand limitationsfofibuprenorphine asta
pharmacotherapy for opiate dependence

» Benefits and limitations of narcotic antagonists

for overdose (naloxone) and relapse prevention
(naltrexone) for opiate dependence




Module 2: Workshops

Worgsnoo 1: Ookzitass Wil inay g, oroolails
dSSOCIdLET w]r'n HelpUSERanuNIneaical

Opiateraddictonitreatmentwith
methadone

Opiate addiction treatment with
buprenorphine

Opiate Antagonist Treatment:
Naloxone for overdose, Naltrexone for
relapse prevention



Icebreaker: =
Opiate medication in my country | 15 Min.

DOESHOUIRCOUNUYAISEIOPIALE
MECICANORSHRANCNISOMWHAPIENCGIRFE

What are the main problemsiin your
country regarding the use of'these

medications?



Workshop 1: Opiates

WhattheyareRpronlems
associatedwithirthelpuseyranad

medical treatmentimplications
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Pre-assessment =
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Training objectives

Finls training yoll will
.,

ZrBasicheurobiology offopiateraddiction

shVedical/ psychiatricicormorbiditiesrand
treatment strategjies for these: disorders used

with opiate addicts

47 Key Issues In engaging opiate addicts into
treatment with low threshold approaches




Introduction




Global abuse of opiates

Overvisw:
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aged 15 64 abuse
OPIALES

Heroimrabusers make
Uprabout 715 or'opiate
abusers

Opiates account ror

213 of all treatment
demands in Asia and

60% of treatment
demand in Europe

Regional Breakdown of Opiate
Abusers
Africa Oceania
6% 1%

Americas
14%

Sources: UNODC, Annual Reports Questionnaire
Data, Govt. reports, reports of regional bodies,
UNODC estimates.




Annual Prevalence of Opiate Abuse,
2003 - 2005

Abuse of opiates of which abuse of heroin
Number of] in % of population Mumber of| in % of population
abusers age 15-64 abusers age 15-64

EUROPE 4,030,000 0.7 3,340,000 0.6
West & Central Europe 1,565,000 0.5 1,445,000 0.5
South-East Europe 180,000 0.2 175,000 0.2
Eastern Europe 2,285,000 1.6 1,720,000 1.2
AMERICAS 2,280,000 0.4 1,540,000 0.3
North America 1,300,000 0.5 1,240,000 0.4
South America 980,000 0.3 300,000 0.1
ASIA 8,530,000 0.3 5,430,000 0.2
OCEANIA 90,000 0.4 30,000 0.2
AFRICA 910,000 0.2 910,000 0.2
GLOBAL 15,840,000 0.4 11,250,000 0.3
|:| Above global average
|:| Around global average
[ ] Belowglobal average

Sources: LUNODC, Annual Reports Questionnaire data, various Govt. reports, reports of regional bodies, UNODC estimates.




Trends in Opiate Use

Fig. 46: Twelve-year drug use trends as perceived by
experts: opiates
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Sources: UNODC, Annual Reports Questionnaire Data, Govern-
ment reports, UNODC Field Offices, UNODC's Drug Abuse Infor-
mation Network for Asia and the Pacific (DAINAP), EMCDDA,
CICAD, HONLEA reports and local studies.




Change in Abuse of Heroin and Other Opiates
(2004, or latest year available)

Map 8: Tharge Inabues of heroln and other oplates, 2004 (or latest year maallabla)
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Opioids

Colzeig (1))
SARNUIRIOCKEd
goorinithe
prison

ol identity:

it leads to the

jail yard.”

Ambrose Bierce
The Devil’s Dictionary (1906)



Opioid-related problems

> Most orogllnlanls ofoolamns e sss0clziig)
Wit flaroln) dagaricaes

dependencen BetweenriNnatodnines
regularusers developrdependence

> Development of heroin dependence

usually requires regular use over months
(or'longer, when use Is more irregular)




The revolving door

rlaroln clgoaricane

:—)qu)qmj cdJisor sJar
LN SIVETYAC TGN
REIaPSENS extremely CoOmmonMItSIpant
o thelprocess ol reselvingithe
dependence =muchiike giving up
tehacco:

A principle health care objective Is to
get the patient into treatment; help keep
them in treatment, and return them to
treatment when relapse occurs.




Polydrug use: Patterns and risks

> Polyelrtic) U] ‘s irle rlofnl zrorie) clitie) Usars

:)
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As CNS depressants; these combinationssare
especially dangerous and known to be
sighificant contributors to overdose

Patients should be advised against the use of
these combinations and told of the risks
iInvolved




Detecting opioid dependence
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Look for a patiern (not an Isolated svent):
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InWhichrarpatientinjectsroralimedications
Oftobsernvedintoxication orbeing inwithdrawal

Which presents’ plausible conditions that warrant
prescribed opioids; but with'specific requests; for:
medication type andlamount
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In'which the patient threatens or harasses staft for a fit-
Injappointment

In which a patient alters, steals, or sells scripts
Inwhich a patient is addicted to alcohol or other drugs



Classification of Opioids

Pure Opioid Agonists

opium
papaverine heroin
morphine hydromorphone LAAM
codeine oxycodone fentanyl
meperidine
hydrocodone
methadone
pentazocine
pethidine

Synthetic




Opioids: Pharmacology (1)

PET scan of p opioid receptors




Opioids: Pharmacology (2)
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orrarmaxamal effect as the'dese s increased.

Opioidireceptorsiandipeptidesrareiocatedinrthe
CNS; PNS; andiGlitract

Opioidireceptors are inhibitory.
Inhibit release of: some neurotransmitters

(e.g., 5-HI, GABA, glutamate, acetylcholine)

enable the release of dopamine (considered to
contribute to the dependence potential of
opiates)




Opioids: Pharmacology (3)

rleroin
s Woraninne 15 oracticac irroticfal fiarolsl

HYONGISIS
faroln — ronozscaivligaranine (VAM) —
mepRINe
Heroinand VAN areipophilic; hence more
rapid action
Heroin excreted/in urine as free and

conjugated morphine

Heroin metabolites are present in urine for
approximately 48 hours following use




Morphine: Immediate effects (1)

> Parcagilon zliarac gosslgla califing

PATIAIGESTAMOISOIIENC EUIEE

Impairedicogntonsthiotgh
consciousnessimay e presenved

Autonomic nervous;system affected
Suppression of'cough reflex

Gl system affected
Hypothermia




Morphine: Immediate effects (2)

reducediGimoiity

Endocrine

Non-cardiogenic pulmonanry oedema

Comal or death (from respiratory depression)

Other
pruritis; flushed! skin; dry mouth, skin, and eyes




Opioids: Long-term effects (1)

> Litilg avicdgpes JJ‘ JJIJ:JAE:‘HIJ GIECINOXICIETIECCISIONNIIE

Eongrtermihealth=relatedicomplicationsimayresuit
Trome

dependence
poor general self~care

Imprisonment
drug iImpurities or' contaminants, BBV




Opioids: Long-term effects (2)

Cognitivelimpairmentiromihypoxiaras amesultior:
repeated non=ratalloverdose

Reproduction andiendocrinenrreguianity
Medication-induced headaches

Intense sadness (depression, dysthymia)




Opioids: Drug Interactions

Respiratory | Toxicity/ Hypotension| Coma
depression | risk of death




Opioids: Considerations for assessment

> FracrEiney

OpIoIdErelateEd oVEerdoSe

Najoror pre-existingimedicaliconditions
(erg-liver cardiac)

Major psychiatiic/ mental health issues
(e.g-, psychosis, depression, suicide)




Physical exam

Slyns of oplold cdependernce:
SN eedienmarkSionWEstSEantecubIiaINOSSaN ey SHIRneX;
thighS)RreetshanosSneck

Intoxication=apinpoint puplisinodding ofiy  droWSINESS;
sweating

Withdrawal: restiessness, goosebumps;  sweating,
increased bowel sounds; lacrimation, “sniffies,” dilated

puplils, muscle tenderness, tachycardia, hypertension



Complications from use

complicationsSHromuses dependence;
and overdose:







Courtesy of Dr. John Sherman, St. Kilda Medical Centre




e *
Courtesy of Br. John Sherma#ly St. Kilda Medical Cef



Opioid withdrawal

Signs Symptoms
N aWRInG SATIGIEXIaiaiNatSEd
A cHImatol > Noelenrlerzll ezl o))

My drasis Cramps
DiaphoresIS Hot andicoldiiushes

Rhinorhea; Joint and muscle pain
sneezing or twitching

Tremor Insomnia

Piloerection Drug cravings

Diarrhoea and Restlessness / anxiety
vomiting







Progress of the Acute Phase of
Opioid Withdrawal Since Last Dose
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deCrespigny & Cusack (2003)
Adapted from NSW Health Detoxification Clinical Practice Guidelines (2000-2003)




Predictors of withdrawal severity

SV AINPIECICIONS

— Grazitaf facllzlr dose
)

AlSerconsider
liyperotopioid usedydoserpatterni andidurationfof use

Priorwithdrawallexperience; expectancy; Ssettings for
withdrawal

Physical condition (poor self-care; poor nutritionall status,
track marks)

Intense sadness (dysthymia, depression)

Constipation or “Narcotic Bowel Syndrome”™

Impotence (males) or menstrual irregularities (females)




Opioid withdrawal scales
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Caornotidiagnosewithdrawalfibutidescrilbe
SEeVverty

> guide ongoing assessment

IFine wiinelrawyel gzeiiiarn 1S Uatsizl of ife
palERNSHIGINESPERAINERSUSPRECHGLIES
cONAIeNS:




Opioid withdrawal management

Withcrawal manzgesrnent aims to:

> fé\jéfqa [IEUNeE 1rJ JJJurJJn YAanaying

promote the uptake o post=withdrawal
treatment options

as an outpatient

in a residential’/ treatment setting




Opioid withdrawal treatment

Involves:

e asSliiaRCENaNUSUPPLIIVENCANE
Information
hydrationfandnutrtion

medications to reduce severity of'somatic
complaints (analgesics, antiemetics, clonidine,

benzodiazepines, antispasmodics)

opioid pharmacotherapies
(e.g., methadone, buprenorphine)




Opioid withdrawal complications

> ArLdany e zeflrzigion)

> Loyialgrzines o discoiiors zinlcl oY/ ooz

SeEekIngimedicationitoreducesympiom
SEeverty)

Muscle cramps
Abdominall cramps

Insomnia




Heroin withdrawal

> Mogliis trraziiarline

> Comleneas O — 240 flollfs siftar =15 LS
PeaksSatarotndizZa=shoursiaiternuse
RESOIVESaiteRS=Vadays

Iihere IS Increasing recognition of' the

existence of'a protracted phase of withdrawal
Jasting| some weeks or months, characterised
by reduced feelings of wellbeing, iInsomnia,
dysthymia, and cravings.




Depencdent Oolold Use and Treatrment Patnways

< Relapse

Withdrawal
Management
* Setting

» Medication

Cessation =

Heroinuse

Relapse Prevention

* Residential (drug-free)

» Qutpatient (drug-free)

» Psychological counselling

e Support group

e Antagonist (e.g., naltrexone)

Substitution Treatment
» Buprenorphine

» Methadone

N (WAVAY))

SR morphine

Harm Reduction

» Education about overdose
 HIV/HCV risk reduction info



DSM |V criteria for opioid dependence

Tolarzirjes

Withie rawWal s SymplomSIoNICESSAtORIGHUIUY
USe

Increasingiguantity orirequUeENCY oI USE

Persistent desirerforthe drugiorunsuccessiul
dtitemptsitorcut down

Salience ol drug use over other
responsibilities

(most of a patient’s time involves taking,
recovering from, or obtaining drugs)

Continued use despite evidence of
psychological or social problems




General principles of pharmacotherapies:
Pharmacodynamics

girecHyacHValEIopIoICNECEPLOLS
(ErgmerphinENMEacone)

Unabletorrully activate opioidireceptors
even with verylarge doses (e-g:;
puprenorphine)

occupy but do not activate receptors,
hence blocking agonist effects (e.g.,
naloxone)




Maintenance pharmacotherapies

Viethadone
BUpreEnorphine

BlUprenorphinesaNaloxone
combinationprocduct

Naltrexone

LAA

Slow-release oral morphine
Depot naltrexone




Key outcomes of maintenance
pharmacotherapy programs

A atarriion 1o ifeziiglgn)t
Eacilitateseu lcClonYACESSEHONOIIOPICICNISE

RedlCESTSKYAENaVIOUSIaSSoCIatet WithNopIeId
use

Enablesiopportunity torengageintharmireduction
measures

V' Mortality andimorbidity

/A Psychological, emotional, and physical
wellbeing of patients

¥V Social costs associated with illicit drug use
¥V Crime




Methadone: Clinical properties

SyntheticiopioicdavithiraN orngialE=iie

RagoRIStWIthInorRE=IKENPLOPERIEST AN
dClIoNS

Action=CNS depressant
Effects usually last about’ 24 hours

Daily dosing (same time, daily) maintains constan
blood levelsiand facilitates normal everyday
activity

Adequate dosage prevents opioid withdrawal
(without Iintoxication)




Buprenorphine

Parivael ffor irla pafonise =ilheciloled trigogzine

PartigiiopioidiagoniStat  opIoIGNECEPLONS

Antagonist at' kropioidireceptor:

Blocks opioidireceptors; diminishes
cravings, prevents opioidiwithdrawal




Buprenorphine vs. Methadone

Buprenorphine Buprenorphine
Advantages Disadvantages
> Milder withdrawal > SL route results in
> Convenient (dose eve reduced bio-
2/7) ( £/ availability compared
with IV preparations
> Better receptor blocker o
_ > Difficult to reverse
> Relative ease of use,

respiratory depression
if it does occur

Increased time
required for
supervised dosage
(to get dissolution)

I.e., ready transmission
from heroin withdrawal
state or methadone

Easier to taper than
methadone

Wider safety margin

\V4

\4




Rationale for opioid agonist / partial agonist
treatment

Non=Eparenteraiadminstration
ANoWwnicomposition
Gradualionsetandlofiset
Cong-acting

Ear less reinforcing than heroin

Medically supervised




Rationale for opioid agonist treatment (1)

Most gffacila ifazigant for goloel
UEPENCdEnNCE

Controlledstudiesthave snownthat with
long-term maintenancertreatment using
dppropriate doses, there are significant:

Decreases In lllicit opioid use
Decreases in other drug use

Continued




Rationale for opioid agonist treatment (2)

Paerazisas i) ezl ey

PEcreasesinmeediershanngiancioou=honne
vikusitransmissioninciudingrRiv)

Improvementsiinipro=socialfactivities
Improvementsiinimental health




Injecting Drug Use and HIV/AIDS




The threat from HIV / AIDS

BYAZUHDNATDSAVITIRaVEICAUSEd
morerdeathsrthanfany diseaserolthreak
IRFRIStonY: ¢

Injecting/drug use IS an important \
contributor tothe spread of HIV. —
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Estimated Size of IDU Populatlon (1998/2003)

BN -
LR E. Europe & :
W. Europe: * C Asia: 32m E
1.24m :;1,@ W= :
s S E. Asia &
I & ' Pacific
2.35m

~ N. America F :
1.43m r'”
Carlbbean :0.
0.028m e oo
- i y . !" ] = v
S. Sar!aran- ( Australla&
L. America: Africa N. Zealand:
0.97m | 0.009m 0.19m

10.3m (78%) in developing / transitional countries

91% of the world adult population (4 billion) is covered by the data
www.idurefgroup.org

UN Reference Group on HIV/AIDS prevention and care among IDU

Information unavailable for 119 countries




The global response: UN support for good
treatment

Wrlo) fUplone [ UNAIDS gositian ozlgar SUgsiititior)
Melrrterarce Traraoy i tre Ve erant of Qojgid
Deaganicanece el FIVIAIDS Praverijor]

CSUpStitutionmaintenancertreatmentiS an effectves sare

and cost=effectivermodality forthe management offopioid
dependence: Repeatedirigorous evaluation has
demonstrated that such treatment is;a valuable and
critical component of the effective management of opioid
dependence and the prevention of HIV among IDUs.”




Availability of Substitution Treatment

95% + methadone is consumed in
developed countries (2002)

SUlSHiERNEARNERNSIEVE 219 EN
IEVVACO lmrrJeJ Juurle =Urope, No rm
N icle

~\

Argenting
China
Croatia
india
Indonesia
Iran
Kyrgystan
Malaysia
Moldova
Nepal
Singapore
Thailand
Ukraine
Thanks to Gerry Stimson

US 53% | 8.7
tons

Spain 11% |1.8
tons

Germany

Italy

UK, Canada, Australia,

Switzerland, France,

Denmark and Belgium,

Most of the rest consumed by 8 other
countries, mostly in Europe, and Australia




Estimated Opiate-Dependent Drug Users
in Substitution Treatment per 100,000 Population

B Australia Spain United States B Netherlands

H Italy UK B Germany Denmark

B France Canada B Sweden Thailand
China India Nepal




Naltrexone

ViorshReEntagoRISTRENI OCKau e
NorIrECTPSYChoaCIVEIETECT
Nomwithdrawalrexpenencedipon

cessation

Reported torreduce cravings in'some
people




Naltrexone: Mechanism of action

Ul OCRSHINECEPLOISRPIEVERtNGIEU PN
IOMOPICIGRISERtIENETONE

AllowsiextinctionforRaviovian=conditioned
[ESPONSE to opiatercues

Prevents reinstatement offopioid dependence,
but does not reinforce compliance




Naltrexone: Indications for use

Proseflogc for g przirziej2mlant of o gl
UEPERU ENCENNVNEYISIENEUNNESCHIERS

Ehimanyareie=Nelapseprevention
AbStinEnce=hasedtreatmentiopLon
Non=dependencennducing

Commenced at least 1" week after cessation of;
neroin use

Optimally effective withimotivated individuals' who
have higher'levels of psychosocial functioning
and family support
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Comments?




Thang you for your tms!

EndioffWorkshopi




Volume C, Module 2, Workshop 2:
Opiate Addiction Treatment with Methadone

Treatw%“net

International networ kuf drug dependence
treatment and rehabilitation resource centres

g; UNITED NATIONS
Office on Drugs and Crime




Training objectives

T rzitlonzla for golziia zicjoslst a0y
Viedicaiith awaliprotocolSAuSingNME a6 OHE

e aSI PP oS e ECROROUNCREVIC ENCENOISUPPOIT
theluseoiimethadoneNortreatingropiaterdeEpeEnUence

ihebasicprinciplestoiimaintenancetreatmentiwith
methadone

Effective practices(evaluation; initial’dese and
management of'dose; tapering procedures, etc.) in the
implementation) off methadone treatment

How to address concurrent use of other drugs and alcohol
during methadone treatment

The contraindications and medical interactions with
methadone




Heroin withdrawal

NonEethreatening
COMMERCESIGEZASNOUISIaitEraSTAISE
PeaksSiataroundiZ4=4 SsoursSaiteuse
RESOIVESIATERNS=ACaYS

ihereNsincreasingrecognition oithe
existence or'aprotracted phase of;
withdrawalflasting some wWeeks or months,
characterised by reduced feelings: of
wellbeing, Insomnia, dysthymia, and
cravings.




Opioid withdrawal

v V V V V V V

Signs
Yawning
Lacrimation, mydriasis
Diaphoresis
Rhinorrhoea, sneezing
Tremor
Piloerection

Diarrhoea and
vomiting

Symptoms
> Anorexia and nausea

Abdominal pain or
cramps

Hot and cold flushes

Joint and muscle pain
or twitching

Insomnia
Drug cravings
Restlessness / anxiety

VvV VYV

vV VYV V




Opioid withdrawal complications

AlXIELyandiagitation
BoWAteleranCEodiISComioranucySphonHa

DRUGESEERINGIERaVIOUIEqUEeStING oL

Secekngimedicationitorreducersymptom
Severity)

Muscle cramps
Abdominallcramps
Insomnia




Predictors of withdrawal severity

Wzl orgellsiors
Greaiereyulanuose
apIdityAvIthavhIChicrigNSaWIthie raie

AlSerconsSIder

liype ofropioidiused; doses pattern; and duration or
USE

Prior withdrawal experience, expectancy, settings
for' withdrawal

Physical condition (poor self-care, poor nutritional
status, track marks)

Intense sadness (dysthymia, depression)




Opioid withdrawal management

reversemeuroadaptationNiyAman=aging
tolerancerandwithdrawal

promote the uptake o' post=withdrawal
treatment options




Opioid withdrawal treatment

reasstiiancerancisupportivecare
information

hydrationrand nutrtion
opioidipharmacotherapies (e-g:, methadone)

medications to reduce severity of somatic complaints
(analgesics, antiemetics, benzodiazepines,
antispasmodics)
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Progress of the Acute Phase of
Opioid Withdrawal Since Last Dose

 Witnicdrzvwal frorr heroin Witriclrzivyzl irorrs methadone

Onset: 6—24 hrs Onset: 24—-48 hrs, sometimes more

Duration: 4-10'days Dirztion: 10-=20 clz=1ys,
sometimes more




Methadone: Clinical properties

SyntheticropioidavithraN orngialE=ine

RagoRIStWIthIno P RE=IKENPIOPERIESTANG
dCLIONS

Action=CNS depressant
Effectsrusuallylast abouti24 " hours

Daily’ dosing (same time; daily) maintains
constant blood levels and facilitates normal
everyday activity

Adequate dosage prevents opioid
withdrawal

(without intoxication)




Intrinsic Activity: Full Agonist, Partial
Agonist and Antagonist




Methadone pharmacokinetics

Goocl ozl 9lazivzlz1oiliny
PeaiiplasmaiconcentrationaiteaZe=ahns
oY% olzl5nzl afaialn getis)el
VieanshalrElireranrounaiZashrs
Steadystateranerns=10idays

Metabolism
Cytochrome P450 ' mediated
CYP3A4 main
also CYP2D6, CYP1A2, CYP2C9 and
CYP2C19
genetic variability
=» risk of drug interactions




Pharmacodynamics

ViR CHONICHNNUNECEPLONS
mhBtadenyiicyciaser=NCANE
AV potassiumichannelfopening

Vicalcium channellopening
daisoinhibit serotoninfreuptake

also non-competitive antagonist: NNMDA
receptor




Safety overview

SdiennedicationNEacCuteanuChonICIdoSing)

EhmaiyasicerefiecisalikerotheRmunagonist
ogolalels (gie),, Ellsazl sopsiloziilen)), O 1zl
pPelessiSevere

Norevidencerofisignificantidisruptiontin

cognitive or psychomotor performance with
methadone maintenance

No evidence of organ damage with chronic
dosing




Methadone: Advantages of treatment

SUPPIESSESIOPIGIERVIthc Wl

PUreEnor cuttingagentsiapresent
WEaladminsStiEationNSYItpIoRtabIEtNoHNSIUSEd)
Onecedallyidosesienabielirestylerchanges

Siowreductionfandwithdrawalicantbhernegotiated
with minimalfdiscomifont

Minimalreinforcing properties, relative to heroin

Counselling and support assists long-term lifestyle
changes

Legal and affordable — reduced participation In crime
Few long-term side effects




Methadone: Disadvantages of treatment

INtAINISCOMIGINOIEIEXPECIEC N RuISTabliISation
pPhESE

OpIoIdidEpPENdENCENSHIaINtAINED

SiowawithdrawalNpreterably)negouatediana
Underakentovera perod oiimontns

Protracted withdrawal symptoms

Can overdose, parnticularly withr polydrug use
Daily travelland time commitment

Variable duration of action

Diversion




Maximising treatment adherence

Aelelrass gsvenosockll] 155t as 215 flrst
PHOHLY

emotionaIstaity

schiaoticadrtgiuse

accommodation
Income

Opioidiagonist pharmacoetherapy can:

address psychosocial instability:

Increase opportunities to directly observe the
administration of various HIV therapies




Assessment objectives

Claifliy rletitire ziriel saveariy ai groglemms
=Sl ISiira el EUICHE EeRSIe
Eermulaier preklemsiniera ieamentplian




Core assessment issues

WhaeGeShEeNatENRVARTT
ISAthEeNpaERTCEPERG N
WhathSttheiRlevelloitolEranCe”
ISTtherpatientusing/ dependent oniother

drugsi?
Whatis: thelrmotivation for change?
What social supports exist?

Are there other co-existing medical and
psychiatric conditions?




Drug use history

AVEragedallyauseN quantityyac tiration)
meNastiused
Routeroradministration

AgE commenced; peErods o abstineEnCce
SEVErity offdependence
Previous treatment(s)

Current and previous
Dependence




Medical and psychiatric

HIV/EIGV,
Ereghancy,
Pthermajormedicaliconditions

SIVer:
Cardiac
Major psychiatric' conditions
Depression, suicide, psychosis
Opioid-related overdose




Psychosocial

Halidonsnlo wite fually
BelationsShipaVItlINEIHEY:
Educationfandiemplioyiment
Criminaljustice

EIVInG CircUmstances
Sources ofincome




VentaiisState
1lerejel
ATTect
Cognition

Injectionfsites T
Signs ol intexication / withdrawal

Stigmata of'liver disease
Nutritional state




Induction stabilisation phase (1)

PDOSEEUEGUECYAARCNIGNLETECTIONS
SighSiohinteoxicationyavithierawail
EreguEncY oRdrigiise
Ereguency oishanng

Case coordinationfand management
Psychoelogical
Social
Medical
Health / welfare system interaction




Induction stabilisation phase (2)

RISKSASSESSIENE
DIUGRISENPIECHISES
polyarig
OD
sharing

Sexual practises




Safe initial dose

ZUFESUmoNmEau oHENSIYEREIRIIVASETE

PeathSthavVeroceuecdwWithNnghenstanting
JOSES OIPBIVARUGRISE

Ittmay be safertorstart opioid=dependent
polydrigiusers as inpatients




Relief from physical pain
Feeling of wellbeing
Constricted pupils
Vasodilation

Lowered sex drive
Nausea and vomiting
Loss of appetite
Sweating

Fluid retention

Endocrine changes
(loss of libido, menstrual
changes)

Methadone: Initial Effects and Side-Effects

Intense constipation
Lowered temperature
Bradycardia
Hypotension
Palpitations

Shallow respirations
Poor circulation

Itching and skin
rashes

Recurrent dental
problems

Polydrug use may cause overdose.




Opioid withdrawal scales

guneenreatment

MONILGIIPIOUESS
(SUbjecHyverandiohectvesigns)

dornotdiagnosenwithdrawaiNout

describersevernity
guide ongoinglassessment




Opiate withdrawal scale

Resting Pulse Rate: beats/minute
Venstired after nationt To St :

Continued




Opiate withdrawal scale

Continued




Opiate withdrawal scale

Continued




Opiate withdrawal scale




Methadone: Inappropriate dosing

Dose too low — Withdrawal

> “Flu-like” symptoms

>Runny nose, sneezing
>Abdominal cramps, diarrhoea

> Tremor, muscle spasm, aches,
and cramping

>Yawning, “teary” eyes
>Hot and cold sweats

> Irritability, anxiety, aggression
>Aching bones
> Craving

Dose too high — Intoxicated
> Drowsy, “nodding off”
>Nausea, vomiting

> Shallow breathing
>“Pinned” (pinpoint) pupils
> Drop in body temperature

> Slow pulse, low BP,
palpitations

> Dizziness




Stabilisation (1)

IRCHEaSENF UMgNNEECONENEINES
gaySduingheNirStAWeEekiacCoreing
torphysicallassessmentanc 'SOWS
Score

Maximum increase ofi 20-25mg oVer
1st week

Subsequent dose Increases should
not exceed 10mg per week




Stabilisation (2)

graduzidncreaseiessentiaiic e oNong
malfEle

Bestoutcomes irommailntenance doeses
>60mg

Lethal dose 20mgfor children; as low' as
o0 mg| for opiold-naive adults




Relationship between Methadone
Dose and Heroin Use

1-10  11-20  21-30  31-40  41-50  51-60 61-70  71-80  81-90 90+

Methadone Dose (MG)
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(Adapted from Ball and Ross, 1991)



Stabilisation (3)

Flrst 9 7 ckz\s = g avapy 2 oz
Whterpreschptionttilimextiappointment
only.

Always seerthe patient berorenncreasing
the dose

Continue the assessment process, build
the therapeutic relationship




Other treatment issues

Proplots coplozssionziie golale zig)zl] a5tz
Hedlthicarenortenedicationespecialiyathospital
Rolelomaintenancertreatmentinianalgesia

Encourage goodiveinrcare

JIormaintainvenous access

Importantilater; ifapplicable;inithe clinicalicourse
of HIV infection




Ongoing management issues (1)

Meopitodine sl ofoc)rassion
CORRTECHIoN
Cogniuyverstate

Vientaltheaith
Depression
Suicide ideation
ASPD
PTSD

Pain management

Drug substitution




Ongoing management issues (2)

RISKEEXPOSUNE
UOSE
compliancemwithiprogramnuies

Costioirmedication
Stafi-attitudes




Characteristics of effective programs

Eoplejar cltrzition (224 vozirs)
HIgHERUOSESH=IGUMONNETaCORE
ACCESSIPIEpreEScHbERanNUidISPENSEY;
Integratedisenvices

Quality of therapeutic relationship




Drug interactions-metabolism

ViEethauone
VetabeliSmCyIoChromeR4S0Nnediated
CYPESAZY AN

dISONCY PZDGHCY PIAZICY EZ2E9and
CYPZ2CH9; geneticvariability

CYP3SA4 breaks down 507 of'drugs

Methadone mixed inhibitor may Increase
other drug levels; e.g., Nifidepine; etc.




Opioids: Other Drug Interactions




Efficacy of methadone concurrent control
studies (1)

100 rrrzlla plzifeoiie sicddicts reirlcdomizacl to prlztnziclorn)s
OIPIaCEL BN RENEatNERNSELNG)

BothigreoupsimtaliyistallizectionbiUinomeLtac one
pERCdayAEothigroupSHauidoSIngadjuStmentss

Viethadonercouldigoriprorcown
Placebho=rimg perday taperedwithdrawal

Outcome measures: lreatmentretention'and
Imprisonment

Imprisonment rate: Twice as great for placebo group.
( Newman and Whitehill, 1978)




Efficacy of methadone concurrent control
studies (2)

SN ENTSIaSSIgHEU M ONNEECONENCIING
methauoneERtonECHeC

PUlCoOMESEErCENtUMIGNIEE

Five year follow-up: No methadone group offered
methadone

Those choosing methadone: 89%
Those not choosing methadone: 13%
5 died of OD, 2 imprisoned




Evidence for the Efficacy of Methadone
Dose Response Studies

PDOSEMESPHOHNSENNIHIS
RetentiomancuilicitiopIateENIsSe

(Johnson RE, Jaffe J, Fudala PJ, JAMA, 267(20), 1992)




Evidence for the Efficacy of Methadone
Dose Response Studies

(Schottenfeld R, et al., 1993)




Heroin Abuse Freguency Vs.
Methadone Dose

80

60

40
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0
10 20 30 40 50 60 70 80 90 100
Daily Dose In MGS.

V.P. Dole, JAMA, VOL. 282, 1989, p. 1881
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Evidence for the Efficacy of Methadone

1 Prescore MJ, US Public Health Report, Suppl 170, 1943
2 Valliant GE, Addictive States, 1992

3 Gearing MF, Neurotoxicology, 1977

4 Grondblah L, ACTA Psych Scand, 82, 1990




Annual Rate

Death Rates Iin Treated and
Untreated Heroin Addicts

1.65
0.85
0.15

Cohort Discharge Discharge




Compare the Costs

Costs are for a 6 month

No Treatment period, per person

21,500
} $20,000

In Treatment Program
$9,825
$8,250
I I $1,750 $1 575

Untreated Incarceration Adolescent Adult Methadone Drug Free
Residential Outpatient

0




Relapse to IV Drug Use After Termination
of Methadone Maintenance Treatment

(0[0)

82.1%

80

10-12
Months

57.6%
60 ’ Later

45.5% 6

40 Months

28.9% 1-3
° Months AT

20 Later
T’e,';‘;'t'f"t {—— Months Since Drop Out——|

123 456 /389 10 11 12

Ball, JC, Ross A. The Effectiveness of Methadone Maintenance Treatment, Springer-Verlag, New York, 1991
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Cochrane Review OST and HIV Prevention
Included studies

35 siucias involvirie 10,400 gariicioziflis
Metjority gt corrirolled sicljes

SZASIICIESIISECNTECEORE
12 rgooriec) cases gf §0psc)/clzly of frlofe
& fagorigd clases of 20-g0s)c)/clzly

122610 eI EPEICGESES

2 StldIes) previcedimetiadeneNn the Contexi ol
detexificaton

245 studieswerne n the: context of a specialist arug &
alcoholl pregram

Most studies at sk ofi confeunding or bias




Review: Substitution treatment of injecting opioid users for prevention of HIV infection

Comparison: 01 Drug use and risk outcomes (follow-up studies)

Outcome: 01 Proportion reporting injecting use

Study Follow-up Baseline RR (random)
or sub-category n/N n/N 95% ClI

01 Controlled studies
Dolan 2003 44/129 82/129 —-—

02 Cohort studies
Teesson 2006 16/227 177/227 +—

03 Descriptive studies

Camacho 1996 1737326 326/326 =
Chatham 1999 3067425 425/425 |
Gossop 2000 215/478 296/478 =
King 2000 44/69 59/69 —-
Magura 1991 25/64 64/64 —a—
Schroeder 2006 38/78 78/81 —-
01 02 05 1 2 5 10

Favours follow-up ~ Favours baseline

Gowing L, Farrell M, Bornemann R, Sullivan L, Ali R. Substitution treatment of injecting opioid users for prevention of

HIV infection. Cochrane Database of Systematic Reviews 2008, Issue 2.




recjuency of injecting
on vs No suostitution trea

Review Substitution treatment of injecting opioid users for prevention of HIV infection
Comparison04 Drug use and risk outcomes - substitution treatment versus no substitution treatment

Outcome 02 Frequency of injecting use

Gowing L, Farrell M, Bornemann R, Sullivan L, Ali R. Substitution treatment of injecting opioid users for prevention of

HIV infection. Cochrane Database of Systematic Reviews 2008, Issue 2.




Summary of findings on injecting risk

FedichionNINRECHRENG CNISERSSOEItLEC
WithistibStutttonitheatmenteiconsiStent
flgrellsre
ueNnterms of:
proportionforparnticipantsireportingiinjecting
drug/use and
frequency of'injection
Benefits may not be sustained atter
treatment; particularly if treatment
cessation is Involuntary




treatment

VietZyer®os

Seroconversionis/d00personearsinsubstitution
treatmentyd/a00persony/earsinotinftreatment)

Williams4992

0r7/400 persontyears inisubstitution treatment
(4:3/100' person years not in treatment)

Moss 1992

1.4/100 person years In substitution treatment
(3-1/100 person years not in treatment)
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Volume C, NModule 2, Worksnhop 3:

Opiate Addiction Treatment with
Buprenorphine

BUPRENORPHINE




Training objectives

Uglelarsizigie) gpzellezl wWitpelrzlhzll oratacols tsine)
PUpPrENGHPHINE

KnoWithEaSICIpUPoSEanciyachkgrounu i eVidEnCEeNto
SUpportitheruse ofitbuprenorphinesoptreatingropiate
dEPENCJENCE

Know!the basic principlesioiimaintenance treatmentiwith
pbuprenorphine

Know, effective practises (evaluation; initial dose and
management ofi dose; tapering procedures; etc.) inithe
Implementation of' buprenorphine treatment

Understand how to address concurrent use of other drugs
and alcohol during/ buprenorphine treatment

Know contraindications and medication interactions with
buprenorphine




BUPRENORPHINE




Overview

BlprenorphineENSatielaiRENc ERyVative
(ClaSSIHEdNthEN aWaasSiaNaicolic)

HIGHIPOLERCY
Produces sufficientiagonist effectsitorhe

detected by the patient

Availablerasia parenteral’analgesic (typically:
0.3 - 0:6'mg| im or'IV. every 6 or more hours)

Long duration of' action when used for the
treatment of opioid dependence contrasts
with its relatively short analgesic effects




Affinity and dissociation

file)g) =iflaley for it golalel faeggior —

CompEetlesSwWithrotheropioidsiand
PIGCKSINEIEECTS

slow dissociation frommu opioid
recepior—

prolonged therapeutic effect for
opiold dependence treatment
(contrasts to its relatively short
analgesic effects)




Abuse potential

BlprEnoHPRINENSIELUSAIE
(EpIdemiologicalhtmanNakoEatoRy
Stidiesishiow)

Piversionrandullicittuser o analgesicHorm
(By Injection)

Relatively low abuse potential compared
to other opiolds




Mu Efficacy and Opiate Addiction

Positive
effect

addictive

potential

Negative
effect

Super agonist -

fentanyl
A

I ---------------------------------------------------- Potentially lethal dose

Agonist + partial agonist : :
: c E Partial agonist

- buprenorphine

Antagonist + agonist/partial agonist



Buprenorphine: Clinical pharmacology

Pzirilzl] zlejonlss
mighsaienyAprofiileyiceiling erect
oW dEpENCUENCE

ightireceptorbinding atimufreceptor
long durationfoffaction
slow onset mild abstinence

Antagonist at k receptor.




Subjects’ Rating of Drugs’ Good Effect
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Buprenorphine’s Effect on Respiration
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Intensity of Abstinence Symptoms

Buprenorphine
Morphine

9 10111213 141516 17 18 19 20 21 22

Days after drug withdrawal

01234567 8



Metabolism and excretion

rllejr) vareanizicg of gtloraoroning gotlgc
L1oNplaSINENPRoLEIN

VietaholiSedimNIVEeRLbYCYIOChIOmENE451)
SAd enzymesysteminto
norblprenorphinerandiothermetabolites




Patient selection:
Assessment questions (1)

ENI U ERIAAUEICIEGC NONIIOI6SH

n J

> s iJ I);mam;qufa DINGIHEIRAVAIatIl e

DoeSithepatieht understanditheisks;
pPeEnENts; andilimitations: ol buprenorphine
treatment?

Is the patient expected to be reasonably

compliant?

Is the patient expected to follow safety
procedures?




Patient selection:
Assessment questions (2)

PNISHHENI AU ENINISY AU AlIASTel Je?
SISAHENI AU ERAaRING JFIJ—‘J‘ [euIcal

[RleracCtWitirbURrEnore: 27/

‘:
G
H
| I—
(2
L=
I_«
\
L—
H
H
I—«
\
—
\

Arertherpsychosocial circumstances oithe
patient'stablerand stpportive?

IS the patientinterestediin office-based
buprenorphine treatment?

Are there resources available in the office to
provide appropriate treatment?



Patient selection:
Issues for consultation (1)

Several factors may indicate a patient is less
likely to be an appropriate candidate,
including:

s T eNTSTITaKING lelpl ele)zi2iz o)f

PERZodiazepinesyalconolForothercential

NErVOUS Systemidepressants

>~ Sighificantipsychiatric co-morbidity.

> Multiple previous' opioid addiction treatment
episodes with frequent relapse during those

episodes (may also indicate a perfect
candidate)

> Nonresponse or poor response to
buprenorphine treatment in the past



Patient selection:
Issues for consideration (2)

Pregnancy Q

> Curranely olorariafonlns 1 2 Cztacory © -
[EGICALIGHNIRISHTIEANSHINSIIOHAPPIOVEUNO) (\)
USEdurng pregnancy: , U\

S Studies conducted tordatersuggestithat -
buprenorphine may e anexcellent option for
preghnant women:

> Randomized trials are underway to determine
the safety and effectiveness of using

buprenorphine during pregnancy.



Patient selection:
Issues for consideration (3)

Patients with these conditions must be
evaluated by a physician for
appropriateness prior to buprenorphine

treatment:

SEIZUKES
HIV andiSTDs
Hepatitis' and impaired hepatic function

Use of alcohol, sedative-hypnotics, and
stimulants

Other drugs



Buprenorphine induction

Overview: Goal of induction

To flglel inlz closa gf gtorfaorfonlns i YYeler]

)
: ~

Hdiscontinuesiormarkediyireducesiuse
ol otheropioids

B experiences no cravings

Hhasino opiold withdrawal symptoms

lhas minimal /' no side effects




Buprenorphine induction:
For short-acting opioids (1)

Patients dependent on short-acting
opioids (e.g., heroin, oxycodone): Day
1

nstructipatientsitorabstaintiromany.
oploIdiuseror12=24 " hours (Sothey are
I mildiwithdrawal at time ot first
buprenorphine dose) — may be easiest

to schedule appointment early in day
(decrease risk of opioid use prior to
office visit)




Buprenorphine induction:
For short-acting opioids (2)

Patients dependent on short-acting opioids
(continued)

aryvalinroificesthenrassess timeroilastiuse
andiconsidereitherhaving them return
another day, waiting/in the office until
evidence ofi withdrawal'is' seen; or leaving

office and returning later in the day (with
strict Instructions to not take opioids while
away from the office)




Buprenorphine induction:
For short-acting opioids (3)

Patients dependent on short-acting opioids
(continued)
RIS ESERZ=a NN OIS UIIRGURINIUPIENOIIIINE
VIGRILOIAINNOIHICENOIRUPNO

Relieroropioidwithdrawallsymptomsishiouldiegin
within' S0=4Siminutes arterthetirst dose




Buprenorphine induction:
For short-acting opioids (4)

Patients dependent on short-acting opioids
(continued)

LN ROPIGIAWI T WAl P REASISIHOMYAILEY:
therirstidoeser it suggests thatithe
pUprenorphine may have precipitated a
withdrawal syndrome

Clinical experience suggestsithe period of
greatest severity of'buprenorphine-related

precipitated withdrawal occurs In the first
few hours (1-4) after a dose, with a
decreasing (but still present) set of

hours



Buprenorphine induction:
For short-acting opioids (5)

Patients dependent on short-acting opioids
(continued)

ClFaNpatiEnaSiprecipitateaMithidraWwal  coNSICers
givingranotherdoseroibuprenorphines
atitemptingftorproviderenoughragonistierrect rrom
puprenorphine torsuppress: thewithdrawal; or:
stopping/the induction; provide symptomatic
treatments; for the withdrawal symptoms, and

have patient return the next day

Can re-dose if'needed (every 2-4 hours, if opioid
withdrawal subsides and then reappears)

Maximum first-day dose of 8/2 mg buprenorphine /
naloxone




Patient dependent on short-acting opioids?

Withdrawal symptoms . StOIP; t
present 12-24 hrs _‘:e\l;?l_ltlafe
after last use of opioids? suitability for
y induction

Give buprenorphine/naloxone
4/1 mg, observe
- l No : No
Withdrawal symptoms ithdrawal symptoms|t i py51y dose established.
continue or return? return?

l Yes

Repeat dose up to
maximum 8/2 mg for first day

Withdrawal symptoms | e Manage withdrawal
relieved? symptomatically

| Yes |

Daily dose established. Return next day for
continued induction.




Buprenorphine induction:
For long-acting opioids (1)

Patients dependent on long-acting opioids

X ETI EHCENSUY U ESISIPEUENTSES

HECIEASES Lmt]J VHEYAAENG OMWIIR
methadone

BegininductiontatieastiZ4=s6rhours antertiast
dose o methadone

Patient should bein mild withdrawal from
methadone

spletlle) plziv/e ch 56
OISA0NNG/0NG

Give no further methadone once buprenorphine
induction is started




Buprenorphine induction:
For long-acting opioids (2)

s Usg sinllelr orocscltifs 15 izt caserlgac for
Srlorizistle gololds (L., frst dosa of 2/
MO PHERGHPIINENAIOXGIIE)
EXPECToLAINiIrSHC a0 0SEN0IG/ 2
sUublingualiouprenorphiney naloxone

Continve adjusting ' dose by '2=41mg
Increments: untilfantinitial target dose! ofi 12=

24 ' mglis achieved for the secondiday.

Continued dose increases are indicated
after' the second day to a maximum daily
dose of 32/8 mg




Patient dependent on long-acting opioids?

If LAAM, taper to S 50-55 mg for If methadone, taper to S 40 mgl
Monday/Wednesday dose per day .
48 hrs after last dose, 24 hrs after last dose,
give buprenorphine 4/1 mg give buprenorphine 4/1 mg

Withdrawal symptoms present?

Yes .
Daily

Give buprenorphine 4/1 m dose
l established
No
Withdrawal symptoms continue? —

l Yes

Repeat dose up to maximum 12/3 mg/24 hrs
l No . .
Withdrawal symptoms relieved? — Manage withdrawal symptomatically
l Yes l

Daily
dose
established

GO TO INDUCTION FOR PATIENT
PHYSICALLY DEPENDENT



Buprenorphine induction:
For short- or long-acting opioids

Patients dependent on short- or long-acting
opioids
LNAEIRtHENTS U ayioiNUprEn orpRineNnaucion

A RANE \\ /|

dctingloriong=acting opiojdsytherprocedures
areressentially’the’same

OnrDay 2; have the patient return to theofficenr
possible for assessment and Day 2 dosing

Assess I patient has used opioids since they

left the office, and adjust dose according|to the
patient’s experiences after first-day dosing



Patient returns to office on 8/2-12/3 mg

Withdrawal symptoms Maintain patient on
present since last dose? 8/2-12/3 mg per day.

Increase
buprenorphine/naloxone
dose to 12/3-16/4 mg

Withdrawal symptoms N° Withdrawal symptoms

continue? return?

No
- Daily dose established.

Administer 4/1 mg doses up
to maximum 24/6 mg (total)
for second day

Return next day for continued

w-thdrawal symptoms Manage withdrawal o ) o
li d?
relieve symptomatically 2/0.5-4/1 mg increments.

l Yes Maximum daily dose: 32/8 mg

Daily dose established.



Buprenorphine stabilisation / maintenance

(1)

NI EN AU ENNSHONICNECEIVETNG AlIAGGSE
HRWISTALNISEd

toralternaterday dosingNergsreven/other
day, NMWESorrevery/thind day; Vi)

Increase doseonidosing day by amount
not received on other days:(e:g., iffonré

mg/d; switch to 16/16/24 mg MWE)




Buprenorphine stabilisation / maintenance
(2)

> Szolllsg o dzlly suolle izl dosse
X P E GV ETAU eI Al AU OSENONICISOINEWHETE
SeWeeG/ZanosZ simaroibuprenorphine

naloxone

Dosermay neecditorenncreasedipatient
continuing toruse heroin or otherlicitiopioids

Higher daily'dosesimore tolerable I tablets are

taken sequentially rather than all at;once




Studies conclude:
s SUofsnoronlng iofs gifaet/a i) I)J

doses o methadone (ErgmGiimgrperRday)

Not cleariirbuprenorphinelcantberasierfectiveras
higherdoses ol methadone (ergr, 80100 mg ox
more perday); and thererore may not be'the
treatment of choice for some: patients withhigher

levels of physical dependence

Individuals with better levels of psychosocial
functioning and support are optimal candidates

for buprenorphine




CAmnarIQAn At hainsmranar
v.l.vul IYvwiil wi "“vl Wwililiwi

vs. withdrawal:

SHOWSHIGHINNENEHICACYAOINNAINERENCE
ENPOOHOULCOMESIaSSOCIatec
withiwithdrawalNevenwhenprovidedywithin
the context o' arrelatively richiset of;
psychosocialftreatments inciuding

hospitalisation’and cognitive behavioral
therapy)




Induction phase
completed?

. Isi

Continued Withdrawal Cotr:; puuszlon
o iclalil::lc::sev sympto?,s cravings
i ' SIS present?

Continue adjusting dose up to 32/8 mg per day

Continued illicit opioid use despite maximum dose?

Maintain on buprenorphine/naloxone dose,
increase intensity of non-pharmacological treatments,
consider if methadone transfer indicated

Daily dose
established

Daily dose
established



Withdrawal using buprenorphine (1)

Withdrawal in </= 3 days
RSl PrERoERINENSIEHECHVEN ST PPIESSINGIOPIOIH
With o raWalsSymploms
= | ongderm ﬂff]cacy ISTBLKRIGWIRAN rJ ISHIKEIVAIMILES
NILG = ) \‘.IG,_'\\_' , _‘l_'\ _‘le\\ ol
such brlef WIthdrawaI PENOUS are unllkely torresuitin
IongEteErmpabstinence

Reportsi show buprenorphine stuppresses; opioid
withdrawal'signs;and symptomsi(better:than clonidine)

Using sublingual tablets:
First day: 8/2-12/3 mg; sl
Second day: 8/2-12/3 mg sl
Third (last) day: 6/1.5 mg sl




Withdrawal using buprenorphine (2)

Withdrawal over >30 day (long-term)

N GLIRENWEIESTCIEE UJJJr

(]

= | JE:‘f?JELJf—‘ )] JI)JJJfJ Withidrawaiscan I)warJ JIJJrmew,

than Shorter W|thdrawals

Althoughtthererarefew studiesrorbuprenorphinerorsuch
time periods; buprenorphine has been shownmore
effective than'clonidine overthis time period:




Withdrawal using buprenorphine (3)

Regardless of the buprenorphine
withdrawal duration:

Fonsideruseroianciliayamedicationsio
dSSIStWithisSymptoms:orfopioidwithdrawal
(exgrmedicationsoranthralgias; nauseas
Insomnia)




A SEISAlENINEGVERENUYASWAll OWEUNINASOIIECHENIOL
dEpEnUEntoNioPIoIUdSHECAUSE oipLoRoral
pioavallability/andithercelingronimaximaliernects)

Primany side effectsylikerothermuagonistiopioidsisuch
dsimethadone (e-g., nausea, constipation)

Anecdotalireports indicate that symptoms may be'less

severe




BlUprenorphine=precipitatedwitharawal
seenlin controelled studiesthas been mild

Inintensity’and of'short duration




nighereveisiorphysicalldepeEntence
arshort timennterval betweentlast use of;

an opioid and first dose of buprenorphine
higher first doses’ of buprenorphine




> Loy iz of elinlezlly signalilezins oroolamms,
PN ONEPOISIOINESPIAUOIYAC EPIESSIONN
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methadone:
BlUprenorphine s celling errectimeansitis

lessilikely torproduce: clinically’significant
respiratory depression: However,

overdose In Which buprenorphine s
combined with other CNS depressants
may be fatal (reviewed later in this
section).



S ENIZOUIEZEPIRESINUIGHIEIISEU UG

ViedicationsSimetaloliSedNy.
cytochromerP450/5A4

Opioid antagonists

Opioid agonists




NEEaSAWHERNNUPIENCIERINENRECIEC R GIRIGRVIUT

S EPoIEUNTOMNEIaNCEMVIETENIUPIENOHIINENIthOUL
haloxonetabietsiareravailableNappearsipatients
dissolverandinjectitablets)

Probablypossiblerorthisitorocecurwith othersedatives
Mechanismileading tordeathiin these casesis not known

Not clear’if‘any patients have died from use of:
buprenorphine combined with benzodiazepine. NMost

deaths appear to have been related to of the
combination of dissolved buprenorphine tablets with
benzodiazepine




INGLENIAIHENCOIIINRENGINIIOU NG
LUPrENoIPRINEMIHNIEIOXORERSIIIOXONER)
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peoplenwilifdissolverancinject
pPUpPrenorphine; so therrskioiimisuse of
puprenorphine withfbenzodiazepines
should be decreased with the avaiability of
buprenorphine / naloxone.



11 ENGIOU ISR NI G IS PINON VeI
,'JLJI)f—‘IJJJ‘r)IJJIJA aloxeneNarenteraliyz
EETSONSIPNYSICAlIVAGEPEREENRORNIICIRORIGICS
PEISONSIonpreschbeEd opioidSHegmEeEthadone)
Personsimaintainedionbuprenorphineynaloxone

Personsiabusing; but not physically dependent
on oploIds




O Opiate

Other

4mg

Sublingual Buprenorphine (From Jasinski et al
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liFopIoldrtepeEndentipersondissolvesiana
Injectstbuprenorphiney naloxonertablet=
predominantinaloxone: effect (and precipitated
withdrawal)



Followlne slicdss orl=zily ravisyy

EPIESENTAUVEISHIWUIESE
CompansonoiRdifferent coSEsof;
sublingualfbluprenerphine

Buprenorphine-methadone fiexible
dose comparison

Buprenorphine, methadone, LAANM
comparison




H
ol
\

(ab]

D

| -

LL
310
s

o

O

5

o
O
™
—
-
—

9p)
%)

(@)
=

Buprenorphine dose (mg) (Ling et al., 1998)




Buprenorphine — Methadone: Treatment
Retention

Buprenorphine
Methadone

(Strain et al., 1994)




Buprenorphine, Methadone, LAAM:Treatment
Retention
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53% LAAM

)]
o

AN
o

=
©
i)
()
e
+—
-
()
(@)
| -
@
al

N
)

12 3 45 6 7 8 91011121314151617
StUdy Week (Johnson et al., 2000)




Buprenorphine Maintenance /
Withdrawal: Retention
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- Detox/placebo
—O— Buprenorphine

0) 5IO-I 100 150 200 250 300 350
Treatment duration (days) (Kakko et al., 2003)




Detox/Placebo | Buprenorphine | Cox regression

Dead 4120 (20%) 0/20 (0%) | %2=5.9; p=0.015

(Kakko et al., 2003)
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Thank you for your time!

EndioiWorkshop's




Workshop 4: Opiate Antagonist Treatment:
Naloxone for Overdose, Naltrexone for Relapse




Training objectives

Understanditherrationalerferthe use o
naloxone for opiateroverdose

Know, the protocol for theruse of naltrexone
for relapse prevention

Understand the challenges and/limitations
of naltrexone treatment



Naloxone for Opiate Overdose




Naloxone for opiate overdose

PN I GXOHENSINTIEW I CAUBHNISEUNOICOUTIILET
HEETTECISION JJJJJJrJ BV ETGOSETN O
ol ols rlafoln zinlel rof ol o J\/ArrJJJ
SpPECIficallynaloxoneNsusedNnopIoNd
oVerdosesHorcounterngilire=threatening

depressionof the'cential nervousisystem
andirespiratony system:

It 1S marketed under trade names
Including Narcan, Nalone, and Narcanti.




Naloxone for opiate overdose

> Tl it Is darflvacd from iz sl 1z 2l
a2y il 2ipflallny for U=galole raeggiors i)
ENCERAINIEIVOUSISYSIEE
NaloxonensiaN=opioidecCeplorcCompetitive
antagoenisty anditsirapidiblockade ofithose
receptors; often producesirapid onset of
withdrawal symptoms




Naloxone for opiate overdose

NI OXGHENSHI] ECIECRUSTIANAIAIY,
REVERGUSIVAOINESIESINACHON

—— ' i AL J [ a4 i ,
2 cffl]e] = - - <|le)je)l "- C

itSTerrectsimayastabout 45 minutess

EVV/o) £




Signs of opioid overdose

> Uniconsclols (doss rat rasgord varozlly
DIV ACRERINGIEYESMVHENISPIOREING

eyllelbvz =1e1el =1z les Hantn

Constrcted pupils

Hypoventilationi(respiration rate too siow
or tidal’ velume:tooriow)

Cool moist skin



Opioid overdose: Steps to take (1)

If an opioid overdose is suspected:

> O,dyef2q; Ii =1z 1ol

> J\J lJJAJIJ—‘ =0Ma=0roINGg J\//JJ\JJJ (zlllc|tiess of ijgg EVETY 1=
' HleSTaVvineNISec Clp) AlOUISE SUEilel2p)t fe

aivayamaintenanceand adequate ventllatlon) POSE

mayberepeated anterZminutesiinoNesSponse; tora
maximum ot 10mg

Calllambulance
Advise reception of'emergency and location

It client;unwilling to attend hospital, you may need to
consider need for detention order if concerns for safety
of client




Opioid overdose: Steps to take (2)

> Assess the client

SBreathing=respiratony/ raterandivoelume
—Circulation = carotid puise




Opioid overdose: Steps to take (3)

If unresponsive, respiratory arrest, or hypoventilating

> Call zirnotlzinice
>

S Bagland masksventilaterwithroxygenrror:
hypoventiliation

> Naloxone 0:4-0:8mgl IV (S0mcg aliquots every 1=
2 minutes) o’ IM ifi suspect opioid OD




Opioid overdose: Steps to take (4)

> If response is adequate

RHEN W eV ENUIIVACONSEIOUSS
DHEREU Al ETRRUNESPORSIVE

Continue oxygenation
Keep lateral

Monitor observations
Administer further naloxone




Opioid overdose: Steps to take (5)

> Acdvise clignt o go o ine rlosglicl jor oosarveaior) -«
fleloone nidsion

PN ETUSESRAUVISENONURTEIRGIUGSIOIAI CORG)
0 ay

StayAWithiaresSponsiblelperson o =>"2Mouls

Providewritteniniormation regarding above

Itf'client at risk'(suicide / effects of drugs)
consider detention orxder:




Naloxone for opiate overdose

INAIOXORENIAS l)' o) diziflotisel z15 ozlrs of

EIMENGENCYARIISHONICLOIRRISELSRANGNIISHIES
ALESIOINALAINOVETCUOSES

ECIISHOWINONEUUCE
ProjectSIoithiSHtyperare undemvayinssan
EranciscorandiChicagoyandipiiot projects

startedin Scotiandin2006:




Naltrexone for Relapse Prevention




Naltrexone for opiate relapse prevention (1)

PN Al I EXGHENSIANIGO1C R ORISHENNERT
MECICANOIENINSIANUERP OLENNTURANTIAYORIST
aRCARBIENARENNIYATOUINGRICENG I VACIREVETY
otherdayandihasiminimeiisidererfects:

IS neItherreniorcingnoraddictingrandias
norpotentiali forabuse or diversion for:
Uunprescribediuse:




Naltrexone for opiate relapse prevention (2)

\
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SN Gl EXOHERUN TSI CLIVENTIEIAIOIIE
Al EXOIRAIEICOINPEULIVE ;JIJE;UJIJ SUS
IENGREO PRI GICUNECEPLOISHAIENONINE
EXtentatio=opIoIdNECEPLONS?

IhiSiblockade o opIoldi e CEPLOrS ISTthE
pasis behinditsractioninfthe

managementiof‘opioid dependence — it

1

J;'r,

c
COSCII

reversibly blocks or attenuates the effects
of opioids.




Naltrexone for opiate relapse prevention (3)

AN Al EXONENSHIOLIEEICOUE
> Jr WJMJ YA OE AJIJ Ja gffgets of

that IS produced by OpIates

Ialseormay blockithe highrifeeling thatis
produced by alcohol

It will not produce any narcotic-like

effects or cause mental or physical
dependence




Naltrexone for opiate relapse prevention (4)

RN EXOREMIIRCAUSEM WG IAWAIRSYIIPUOIISHIT
PELPIERNHGRIENIIYSICAll VAU EPENUENNONNIAICOUES
SENAlExXeneNreatineniNsSistareuiaitenanNaIvicdiaiNS

noyongerdepentention NENColcS

ItiISmportantioranindividualrtoroesrully,
withdrawnrfiromiopiates

IiTnaltrexone IS taken by individuals  who are
iIncompletely detoxified fromjopiates; it can

precipitate a rapid and unpleasant withdrawal
syndrome




Naltrexone for opiate relapse prevention (5)

e J—‘IJJE RO
PRIAENaNUIIE
lilOorezlpls

ff
fill:

- - ) , ol [ I ) y ¥ ¥
y ~ .. ~ ~ .A.A . VV

oplatebeingiusedwasrarshon=actingiopiate
(ergrrmoerphine orrheroin)orralong=acting
opiate(e:gr, methadone) and how long/the
opiate was used (ite., days, weeksimonths)

> Before starting naltrexone it is important for'the
treating physician to have this information




Naltrexone for opiate relapse prevention (6)

PV HIETING Ji)J«JL—)uJ—‘JJ—‘IJ HENNRGIVICUEISIEESITEN
NEUCIECNOIILONT ~1JrfaJ§Jn5*, [(NSHIECESSAIVAONIIST
HETOXIIAEIMNTOIIOPRIALESHONVOIGNIECIPIAIEH

ISt POSSIbIEtoNISEHETWOIMOSHETECHIVE
withdrawalragents;ymethadonerand
puprenorphine; because of' thelragonist
properties

Theretore, detoxification methods that do not
employ methadone and / or buprenorphine
must be used




Naltrexone for opiate relapse prevention (7)

> Ty/o ¢ JHJHJJIJJ/ Uszel zigfsnes cifs lafa.ddine 2l
closilcliriz; g «JwaJI’—‘IJﬁJ‘J]f‘ ﬂJJfJbL:: irrEl
f—‘JJ—‘\/—‘ mJJ; JI)JJJfJ WJ rn erqu :)ymjjumJ

rewaras

Opiaterdetoxificationfwithrtheseragentsisiless
effective; since they donot relieve many opioid
withdrawallsymptoms; liherefore; adjunctive

medicines; often are necessary to treat
Insomnia, muscle pain, bone pain, and
headache.




Pre-naltrexone detoxification procedures (1)

> A zooroorlzis orotocol for cloglcing s U
dUINNSIEIEU oIl VASSIaNESIICN OSE

I ANGOSE J)HJJ G ENISE NIl urf)fm@m:) Wb
SEVvVerarsio T oRIoIGWIthd WAl R IorthoSerpDatIents

weighingimorethanf2Z00 pounes

lhesublinguaiunderthe tongue) route of;
administration alsormay e used

A similar procedure using lofexidine IS appropriate;
lofexidine produces significantly less hypotension than

clonidine



Pre-naltrexone detoxification procedures (2)

> Clinlelzins anotlld erlgeicins gztlarts glagoc)
orasstrs aflorto elorllclns sicllnllsirziilor),
diiUiCI ONIGINESHOUIGRIEMIUIHEIGNIRSYSTONIE
PleoUIPrESSUENSHOWERThaNIYUIoIRCIaSIOIC
plooupressurenshelow 60

hese parameters canberrelaxeditors0/50
InfSome’casesiifithe patient continues to
complain of' withdrawalfand s not

experiencing symptoms of orthostatic
hypotension (a sudden drop in blood
pressure caused by standing)




Pre-naltrexone detoxification procedures (3)

IETINIEIIVET]
INIASIS

> CJon]sJ]nﬁ (0.t O Z5ie) arzllly) ezl
Y2 4t § rloblfs o) =) ss-rsacse

(

G ORICIRENE ELOXTTCAUORNSNIESIICONUUCIEUNRRAN
InpEtEntSEttingRasvitalsIgnsS anc SIdErEectsS
canpbermonitoredimorercloselyinthis environment

Infcasesiof'severewithdrawaljarstanding dose
(giveniatiregularintervals rather than purely =as
needed™) ofi clonidine mightibe advantageous




Pre-naltrexone detoxification procedures (4)

-

> Tz czilly eloglcinns racfulfaant 15 ¢ 23! arJ ISHEGININ
rzlgUlzitlnle) wrg totzl] zi ot ;ijmJIJ INFRENIISIRZE:

LSRRG IVICGIRERISHRTORANIITE SUINESHIET:
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liotalicionidinershouldinotexceed iZma thefirst 24
hoursiand 2. 0mg arterthat; withfdoses beingrheldin
dccordance with'parametersrnoted above:

TThe standing dose is theniweaned over several days.

Clonidine must be tapered to avoid rebound
hypertension.




Naltrexone for opiate relapse prevention

> Fororel fJJ:ﬁU—‘ forps) (tzl9]gis);

> Foriresing nercoile cicdiciion:

2 acules—25 grillicjeelns (erief) (Onie-nlzlf telgler) for e nrs

o ESERENIENBLIEIRZNTICNONENM GUINELERNVATIETRuIEINIIE

UOSENS S SUNNURENTEEKNIINISNYEEKIVAUOSENSTHBIICNIE

cl)\vielaefitig zicearelifie] o ol afifle followise Seneeftlfes:
W50 (Gne 2l et) even/ day; o

N50'mg a day dunng thenweek and 100rmg (woertaklets) en
Salureay; or

H100 ' mg every/ eiher day; or

H100 ' mg en Mendaysrand Wednesdays; and 150/ mg (three
tanlets) on Erdays; or

150 mg every three days
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Arudeiy, rlaryollsness
Slezoing difficulis
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Naltrexone for opiate relapse prevention (1)

JQLMJ S

racltjcs

JQLMJ 15 raaaaarl
oVardosa il cazyir)

Praclolizitas Witndreyzlls
15y oolold-cdsozrdare
PEUENTS




Naltrexone for opiate relapse prevention (2)

> FEilsnt flon-c JHJI)JJEJIJ NG HEN ORI ERAISENCE
of i)Y «UJnJJ EECISHSINCOININON IO 9l2p5)
fnaréura cl H\/Jura o)) = f‘,s_l".fﬁ—‘.f]" J'J COME

monltorlng of medication compllance and
eectiverbehaviouralnterventionss

Effectivenessitendsitorbe dependent on:

Situation; circumstances, support; commitment
ol patient

inclusionas part of' comprehensive treatment
program (including counselling)

Long-term  treatment efficacy still under
Investigation

While effective for some, inappropriate for others




Naltrexone - psychotherapy research

P OSTHVENESHITSAVHERNAIEXOHENSICOINPINEG
vwitr) cognitive behavioural therapy -1/
traziigglagre i) cos Matrix Model

> Contingency management :lso orocices Jarge

y . ~ 4 ,.'.r'-'.r y y ',.v.,.

> disorpromotes'successiul
treatmentwithrnaltrexone

~uUsing (Individuals;sentenced to
treatment by courts) to mandate people to take
naltrexone can greatly increase retention on

naltrexone and outcome success



Naltrexone for opiate relapse prevention

>

SXONENCAlINISONIERUIINISIETEURSEANOWE
¥ nr)J«mr IHESE mr)meb FaNemaing
AIVENOIFSUEGURC Jz/J IHENACISSOIVENS| GMWIY,
fa LIS El=L Y, e) L) ' C
Inthelertiliacrossar

Thisimplantprocedure has not been'shown
scientifically torbersuccesstuliin =curings the
patient of their addiction; although' it does
provide a better solution than oral naltrexone

Liplelar = Jo

=) )< ) ) == o\
c c

for medication compliance reasons.



Conclusion:
Naltrexone for opiate addiction (1)

> elliradons) rlonsalacia gglald zirtzic ol

S NCUCHONNSSUES
Retention
Depotipreparation

Better outcomesiwithispecific therapies or
legal interventions




Conclusion:
Naltrexone for opiate addiction (2)

A UENMVITIIIGPICIENAGYERISTS (me,,rmrb 12) of
EJEJ ~UJIJJJJJ (J'Jljf—‘IJJfI)IJJIJ—‘) PO UCESH N
EHEIAIEIENUORNIENNGC OESHIAIEXONIE

Severalistudiesepoitiy ENEUISECONUMEE
PETWEENTSOFsrancdayeftitreatment
Use offthesermedications has gainediarmore

acceptance: by practitioners than has
naltrexone: treatment

Psychotherapy can substantially improve
outcome with these medications as well




Naltrexone for alcoholism (2)

> Aleonol orocicas somg of bis ralforelneg orouzrias Oy
1 EESTNUNHENIBU Y SIOWHIORIALERIKEISUSTARGCE:
(2rcloronin)

NaltrexonecanblocKiendors

Anralicoholicwhoens maintained ontnaltrexeneswilimot

EXPErience endorphin=mediatedialcohol=incduced
euphoria

Maintenance on naltrexone will reduce alcohol use




Naltrexone for alcoholism (2)
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OiValleys SHdatiepAry Chiangh G SchottenfeldiRsN eyern Ry Rounsavilles

Br “Naltrexonerand Coping Skills Therapy forr Alcohol Dependence
Archives ofiGeneraliPsychiatiy 495 681=667 (1992);

O'Malley et al. demonstrated that ifi naltrexone is used

with coping skills therapy, relapses are reduced and
the severity of the relapse is reduced.



Naltrexone for alcoholism (3)

> Porirezitleg e ornollsmn
AU U SE==IHENISIC OSENTTaYAENZoINUNGHE=IIET;
tablEt) AR et et therdoSeNsSISImaNGnets

Al

Childrenfanditeenagersiuprtorisiyears o age—
Use and dose mustibe determinediby the
doctor:

EOx dosage form

For treating alcoholism:

Adults—380 mg once a month Injected into the
muscle by a doctor.
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Post-assessment

I EaSENESPORUNONIENIOSIEFISSESSIER
JUESHONSN TN OUIAVOIRIIGOKS

(Ylourresponses arerstrctiy confidentialy)

@

10" minutes | “
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Thank you for your time!

EndioiWorkshop'4




