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Summary

e Why an evidence based opioid
guideline ?

e The process to develop evidence
based guidelines _GRADE

e Principal results

e Advantages and limits
e DECIDE

o AGREE




A prerequisite

Practitioners and policy makers
must make much clearer that
they need rigorous evaluative
research to help ensure that

they do more good than harm.




GUIDELINES

Definition of clinical practice guidelines
(CPG) by the Institute of Medicine:
“systematically developed statements

fo assist practitioner and patient
decisions about appropriate
healthcare for specific clinical
circumstance’




Why evidence based GL: Problem

e In general, guidelines are
insufficiently transparent and not
evidence based
- Lack of use of systematic reviews
- Lack of transparency about judgements
— Too much dependence on expert opinion

- Lack of emphasis on adapting global
guidelines to end users' needs

— Tension between time taken and when
advice needed

- Lack of resources
Oxman, Lavis & Fretheim, Lancet. 2007;369(9576):1883-9




i Many grading systems

Australian NMRC

Oxford Center for Evidence-based Medicine
Scottish Intercollegiate Guidelines (SIGN)
US Preventative Services Task Force

Professional organizations
- AHA/ACC, ACCP, AAP, Endocrine society, etc....

Lots of confusion

Recommendation for use of oral anticoagulation in patients
with atrial fibrillation and rheumatic mitral valve disease

Evidence Recommendati@rganization
m B Class I > AHA

m C+ | > ACCP
n IV C




A common international grading system?
_I_ GRADE w

www.gradeworkinggroup.org

m International group

- ACCP, AHRQ), Australian NMRC, BMJ Clinical Evidence,
CC, CDC, NICE, Oxford CEBM, SIGN, UpToDate,
USPSTF, WHO

m > 60 contributors

- methodologists, guideline developers, systematic
reviewers, researchers, clinicians, editors

N~ 20 meeTings over IGST Seven yearls ﬂfparffmenmdffpidemiufagia
N
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Solution

e WHO Guidelines Review
Committee

— Approval and review process
— Tailored types of guidelines

— Standards for use of evidence
- Standards for reporting

- Regular review and update
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2008;336;1049-105BMJ

RATING QUALITY OF EVIDENCE AND STRENGTH OF RECOMMENDATIONS

GRADE: an emerging consensus on rating quality
of evidence and strength of recommendations

Guidelines are inconsistent in how they rate the quality of evidence and the strength of
recommendations. This article explores the advantages of the GRADE system, which is increasingly
being adopted by organisations worldwide

Guideline developers around the world are inconsist-
ent in how they rate quality of evidence and grade
strength of recommendations. As a result, guideline
users face challenges in understanding the messages
that grading systems try to communicate. Since 2006
the BMJ has requested in its “Instructions to Authors”
on bmj.com that authors should preferably use the
Grading of Recommendations Assessment, Develop-
ment and E» '1luat10n (GRADE) system for gradmg
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advantages and disadvantages but also by their confi-
dence in these estimates. The cartoon depicting the
weather forecaster’s uncertainty captures the difference
between an assessment of the likelihood of an outcome
and the confidence in that assessment (figure). The use-
fulness of an estimate of the magnitude of intervention
eftects depends on our confidence in that estimate.
Expert clinicians and organisations offering recom-
mend1tions to the clinical community have often erred
(ficien ount ot the gua
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GRADE Uptake

Agencia sanitaria regionale, Bologna, Italia Infectious Disease Society of America
Agency for Health Care Research and Quality (AHRQ) Japanese Society of Oral and Maxillofacial Radiology
Allergic Rhinitis and Group - Independent Expert Panel Joslin Diabetes Center
American College of Cardiology Foundation Journal of Infection in Developing Countries
American College of Chest Physicians Kidney Disease International Guidelines Organization
American College of Emergency Physicians National and Gulf Centre for Evidence-based Medicine
American College of Physicians National Institute for Clinical Excellence (NICE)
American Endocrine Society National Kidney Foundation
American Society of Gastrointestinal Endoscopy Norwegian Knowledge Centre for the Health Services
American society of Interventional Pain Physicians Ontario MOH Medical Advisory Secretariat
American Thoracic Society (ATS) Panama and Costa Rica National Clinical Guidelines Program
BMJ Clinical Evidence Polish Institute for EBM
British Medical Journal Scottish Intercollegiate Guideline Network (SIGN)
Canadian Agency for Drugs and Technology in Health Society of Critical Care Medicine
Centers for Disease Control Society of Pediatric Endocrinology
Cochrane Collaboration Society of Vascular Surgery
EBM Guidelines Finland Spanish Society of Family Practice (SEMFYC)
Emergency Medical Services for Children National Stop TB Diagnostic Working Group

Resource Center Surviving sepsis campaign
European Association for the Study of the Liver Swedish Council on Technology Assessment in Health Care
European Respiratory Society Swedish National Board of Health and Welfare

European Society of Thoracic Surgeons University of Pennsylvania Health System for EB Practice
Evidence-based Nursing Sudtirol, Alta Adiga, Italy UpToDate

Finnish Office of Health Technology Assessment World Health Organization
German Agency for Quality in Medicine




GRADE process

PICO question and selectionof
outcomes

$

Evidence retrieval and Quality of
evidence assessment

Risk/benefit, values and
preferences, cost and feasibility

Recommendation:
Strong or Weak (conditional)
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Health Care

Question
(PICO)

Systenhatic reviews

*also labeled “conditional”
or “discretionary”

Studies S1 S2 S3 S4
N _——— \ ——— | —— |
Outcomes C OocC2 OC3 OC4

|

_mportant C OC2 Critical | ocC3 OC4
_outcomes l outcomes l l

Generate an estimate of effect for each outcome

$

Rate the quality of evidence for each outcome, across studies
RCTs start high, observational studies start low
() *
Study limitatiopgrge magnitude of effect
Imprecision Dose response
Inconsistengyphkesdlifounders would | effect when

IndirectnesgpbawiEieRGResent or 1 effect if effect is
Publication bias likely absent

Final rating of quality for each outcome: high, moderate, low, or very low

A 4

Rate overall quality of evidence
(lowest quality amonq critical outcomes)

¥

Decide on the direction (for/against) and grade strength
(strong/weak*) of the recommendation considering:

Quality of the evidence
Balance of desirable/undesirable outcomes

values and preferencesﬂ"‘“"'"’”““ di Epidemiufagia

. . . . - ~—iel Servizio Sanitgria Regional,
Decide if any revision of direction or strengt

necessary considering: Resource use

ne Lazi




GUIDELINES
FOR THE TREATMENT
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http://www.who.int/substance abuse/publications/ogid dependence quidelines.pdf

Guidelines for the Psychosocially
Assisted Pharmacological Treatment
of Opioid Dependence

“Z5v% World Health
' # Organization




Steps of the Process

Prioritise problem, establish panel

|dentify the questions to be answered

Define the relative importance of the outcomes

Find the evidence (RS, RCTs.....CPS)

Rate quality of evidence for each outcome

Rate overall quality of evidence

Balance of benefits and harms
(does the intervention do more good than harm?)

Balance of benefits and costs

Define the strength of the recommendation

Implementation and evaluatiosd.....—




Prioritise the problem

These guidelines have been developed in response to
the resolution of the United Nations Economic and Social
Council (ECOSOQ).

The resolution invited the World Health Organization
(WHO), in collaboration with United Nations Office on
Drugs and Crime (UNODC), “to develop and publish
minimum requirements and international guidelines on
psychosocially assisted pharmacological treatment of
persons dependent on opioids, taking into account
regional developments in the field, in order to assist the
member states concerned”




Establish PANEL

e A group of technical experts -
international scientists with expertise
in opioid dependence

e Clinicians involved in the treatment of
opiid addiction

e Methodologists / epidemiologists
e Consumers
e Economists and stakeholders
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Organizations providing feedback on the draft guidelines
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The recommendations in the guidelines operate at three
levels:

treatment systems at national and subnational
levels (policy, legislation, funding, regional and
country planning) (see Chapter 4)

treatrru:nt pr::ugrdr'umEJ (methods of ﬂrgani—:-atir_:ﬂ




Define the clinical
questions

e In their first meeting, the group
defined the key questions to be
addressed by the guidelines, using
PICO.




Choice of treatment approach

1.

Should agonist maintenance therapy (i.e. methadone or buprenorphine maintenance)
be uszed i preference to withdrawal and oral antagonist therapy (naltrexone) or
withdrawal alone?

Opio1d agomst mamtenance treatment

What are the mdications for opioid agonist maintenance treatment?

In patients to be treated with agonist maintenance treatment, should preference be
civen to methadone or buprenorphine?

What initial doses of methadone or buprenorphine should be nzed?

Should methadone and buprenorphine doses by fixed or individually tallored?
What maintenance doges of methadone and buprenorphine should be uged?
Should opioid agonist maintenance treatment doses be

superviged?

What 15 the optunal duration of opioid agonist treatment?

Should psychosocial treatments be uzed m addition to pharmacological maintenance
treatments?

Management of opioid withdrawal

11.
12.
13.
14.

p1o1d
16.

: -

What treatments should be used to assist withdrawal from opioids?

Should antagonists with minimal sedation be used for opioid withdrawal?

Should antagonists with heavy sedation or anaesthesia be used for opioid withdrawal?
Should withdrawal from opioids be conducted mn inpatient or outpatient settings?

Is psychosocial assistance plus pharmacological assistance for opioid withdrawal more
uzeful than pharmacological assistance alone?

antagonist (naltrexone) treatment

Should opioid antagonist therapy be used for opioid dependence and, if so, what are
the indications for uge?




Define the relative importance
of the outcomes

e For each question, the panel
identified the outcomes to be
considered and rated their relative
importance




Choice of outcomes

all important outcomes should be considered
in making a recommendation, but only critical
ones should be considered when making
judgements about the overall quality of the
evidence underlying a recommendation

studies using surrogate outcomes generally
provide weaker evidence than those using
outcomes that are important, and these only
should be included when evidence for
important outcomes is lacking.

Schiinemann HG et al. Health Res Policy Sy, 20854 18T
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Rating the outcomes

The GRADE convention on the rating of outcomes
Is as follows:

e ratings of 7-9 are for critical health outcomes
o

¢ ratings of 1-3 are generally removed from the
evidence profile and are not considered in
judgements about the overall quality of
evidence, tradeoffs or recommendations.




use of primary substance

Important but not critical

patients who have relapsed at follow-up at 12 months

Important but not critical

patients who have relapsed at follow-up > 12 months

Important but not critical

frequency of high risk behaviours

Important but not critical

criminal and delinquent behaviour

Important but not critical

use of other drugs

Important but not critical

relapse rate in abstinence oriented treatment program

Not important

disability

Not important

psychiatric comorbidity

Not important

compliance with treatment

Not important

diversion of medication ( not naltrexone)

ipariimenio @i cpigemioiogia

MNP SHiligdb Regionale T

cost of treatment

Not important




Searching the literature

e For each key clinical question, the
literature was searched for recent
systematic reviews on the topic.

e Where a Cochrane review existed,
that review was used in preference
to other reviews.

e Where no suitable systematic review
existed, a review was conducted.




Rate quality of evidence

The quality of the evidence was assessed
according to the methodology described by the
GRADE working group.

This approach involves assessing the quality of
evidence on a particular question, taking into
consideration the magnitude of the effect, the
relevance of the data to the clinical question
being asked, the sample size in the relevant
trials, the methodology of the trials and the
consistency of the findings




Determinants of quality

Study design: RCTs start high, observational studies start
low.
What can lower quality?
eLimitations: concealment, intention to treat, blinding, loss to
follow-up
sInconsistency: variability in results, variation in size of
effect, overlap in confidence intervals, statistical significance
of heterogeneity
sIndirectness: differences in patients: interventions,
comparators. differences in outcomes: surrogates
* Other consideration: imprecise or sparse data; publication
bias

Dipartimento di Epidemiologia e
del Servizie Sanitario Regionale [ ﬂ}
Regione lazio N




Interpretation of quality

High quality— Further research is very unlikely to
change our confidence in the estimate of effect

Moderate quality— Further research is likely to
have an important impact on our confidence in
the estimate of effect and may change the
estimate

Low quality— Further research is very likely to
have an important impact on our confidence in
the estimate of effect and is likely to change the
estimate

Very low quality— Any estimate of effect is very
uncertain wprmests o et

del Servizio Sanitario Region I
Regione laz




Some examples

The question:

Should methadone maintenance treatment
versus opioid withdrawal or no treatment
be used for opioid dependence?

Outcome Importance

Mortality 9

Retention in

Treatment z

Use of opiate 7

Criminal
behaviour




AT I= methadone effective for the treatment of opioid dependence?

GRADE svidence profile

Author({sk Amato L

Date: 23 August 2006

Cruestion: Should methadone maintenance treatment wversus opioid withdrawal or no treatment be used Tor opicid dependence?
Patient or population: opioid addicts

Settings: outpatient

Systematic rewiew: Matiick RF et al. {in press) Meithadione mamnfenance therapy versus no opioid replacement therapy for opioid’ dlependence

fCLEB 3, 20033 Bargaghi AM ot al. (2007) A spstematic revow of obsonabional studios an treatment of opioid

dapondoncg T

{Throughout this annex, —1 is used o indicate that the score has been reduced by one because of 2 weakness in this areal.

Chuality assessment Summary of findings

No of patients Effect Duaiity E_
Mo Besimn LimmitaGons Consistenoy Dereciness Ciiher Methadome Mo treatment Relative risk Absolute risk (AR} =
studies comsiferatons aintenanc= (AR (a5% C1} 1
treatment {95% CRH "
Use of opiates™ "™ (o jective follow-up: T monith—2 years)
o Randomired Some Mo important Ho Mane ZHMTDA 1100 26 RRO333 AR 3051000 less sl 7
Faals® imdtartis inConsist=noy uncertamty {26 9%} BT 3%} 23 to ka4l (B30 less 1o 430 lessh Moderate
=%}
Criminal behawiowr™ =% (phgartive follow-up: 1 momth-3 years)
3= Randomizsd Some Mo important Hao Imprecise or 578 184185 AR 03593 AR 250010 less 200 a
trials® limitaticns® mconsistenoy uncertImsy sparse data (—1) {2.8%:) O 7%) M2 o 125 (70D bess to 19 maors] Loy
Mortality from randomired controfled triaks™* "™ (T} {ohjectve follow-up: 23 yesrs)
= E Fao Mo Enportant Mo Imprecise or ITE rira ] RR 0493 AR 18T ess SO0 9
i i uncertamey sparse data —21 11.4%) 3.2%) D6 1o 4.23) {100 Fess 1o 30 mone) L
e i e Cobaertiue Sollows-ap: 2.5 years—21 yeass)
HNo Nones 25794 1063723614 RRA 037 AR 20510 less 2200 9
uncertamny 13%:) f1.5%) 29 to §.48) (30 less bor T kess) Lo
Bortality (overdose) from cbservational shsdies MPrm s fnbdartive follow-ap: 2.5 years—12 years)
<y T Inconsistent results: Ho Extresmety stromg TH3ATSTE 4T62454 RR QAT AR 10 DHE dess el Q
studies’ limitatons /V between studies uncertamy effect (+2} 10_2%] 11.3%) ¥0.05 1o 0u63) {20 less vo 00O Moderate
—a
Remation in treatment™ == inhjective follow-ug: 1| month—2 years)
i Randomired Mo Mo impaortant Hao Nane 173254 63/251 RR 3053 AR 46001000 mare B 7
brials’ limitatons InCon sistsn oy unCertamny 168 1%} 25 1%} 1.75 10 5.35) ({270 more t» 650 High
e
- Three studies in an ocutpatient sstiing. tawo weare conducted in the Uinited States and one in Sweden:

- Three randomized controlled trails (RCE)D one with adegusie allocstion concealment, one undear and one insdequais

Random sffect maoode!
= Thoee Al TS, aone conducted in the United Ststes, one in Sweden and one in China.
- Ciee adequate =nd bwo undesr alloceton conceabment

Free studies in an outpatent settin; conchectad in ikaly, SAustras, Swedsn, the Linited St=tes and Spain forma 5 eschil.
z Cruaiity of studfes using Mewcastie—Ottaws Scelerselaction, two studies rated 3 and three stufies rated 2 comparabiiity, one study mted 3, thee studies rated

outcome, tewo studies rated 2 and thres studies rated 1

’ Five studies in an owtpstien! sstting: tweo conduocted i the Metherlands and one each in sy, the Unided States and Soain

Cuaity of stuedies using Nesrsste iaawa Scale- selection, four shudies rated 3 and one study rated 20 comparsoility, seeo studies reted 2 and thees studies raled 1

fowr studhes. pated 1
1 High siatisticsl heterogeneity F < 0.00001, but all consstent resuhts

. Thres studes I an outpateEnt setting, conducied in Hong Kong, Thatland and the Uiniked States {ons eadh)

T Thrse ACE, all with wunclear alhocation concealment

1 and one study rated 0]

outoome, one study rated I and



Author(sk Amato L, Minozz 5
Datea: 22 May 2006
Cuestion: Should agonist maintenance treatment be used for the prevention of HIY infection or reduction of high-risk bahaviours?
Patient or population: injecting opicid dependent
Settings: Cutpatient
Systematic rewview: Gowing L et al. (2004) Substitution treatment of infecting opéoid wsers for provention of HIV infection (CLIB.4, 20045751
Cruality assessmant Summary of findings
Mo of patienis Effect Oty =
B -
Mo, Dresign Limitatons Consistency Dvirectness rther Agonist N trezstment  Relative risk Absolute risk (AR) =
sidies oonsiderations madntenance {HH] {95% 1) §
treatment {955 CH i
Injecting behaviour: prevalence of injecting, cobort study!™ subjective follove-up: 18 months)
1 Obzervational Mo mitations Ho important N Hone 135153 9703 AR D87 AR 1200 1000 less =0 [
studies® noonsistency uncertainty B2 %) 9. 2% {0.BD to 0.95) {200 Besss b A0 Jess) Lo
Injecting behaviour: prevalence of injecting™™ {subjective fallow-up: 4 months}
B Randomzed Mo limitations Ho important Some Hone 4419 93124 RR 0457 AR AT T ess i o ol ]
triaks moonsistency urecertainty (34:1%) {75.0%:) {035 o 0U59) {520 lass o I00 fass) Maodesate
=1y
Injecting behaviour: proportion of patients sharing injecting equipment. observational stedies™™ ™. ™ subjective follow-up: 018 mooths)
3n Obzenatbional Mo limitations Mo important Mo HNone 83301 4741020 RR 054+ AR 23071000 fess S 7
stundies® nconsistency uncertainty ZT.6%) {£1.6%) {037 b0 079 A0 bess b B0 less) Lo
Sexual behaviowr: commercial sex ™™ [follow-up: 18 months)
| Dbservational Mo fmitations Mo important RNioy Hone A3IN52 a1 AR 062 AR 1T TN fess SePi0 T
studies! noonsistency unCErtainTy {38 3%) {45.6%) {0.45 to DBE) {200 be=ss 1o 50 less) Liowy
Sexusl behaviowr: unprotected sex™™ ™ {follow-up: 36 manths)
a Observational Mo Emitations Mo important (3] None 1TTA13 554/E5 R 0944 AR GO D less S0 =]
studeas® Inconsistenoy unertainky 121796} {E4. %) {0CET to §.00) {530 less to 10 more} Ly
Serocomversion to HIV "= "% |yanabds follow-up: up to 5 years)
2! DObsenvational Mo imitations Mo important Mo Hone 16/579 24297 AR D3E° AR S0UTOH0 less SB00 g
studies mcormistency urcertainiy {2.0%} 18:1%) {0.19 to OBE) Lty
- Dz study 0 an outpatient setting, conducted in the United States (Metoger, 19331

Omne desriptive stsdy in wwhich the author reted the gqualty of the study on the basis of six tems {desaipben of the population, description of ehgibility critera, adjustment for
. Ies5 than 20% loss 1o foliw-up, presence of o-intervention, inconsstency in data collechion bebaween grougs) rated from O to 1 wwher 0 = no Tias. On the bass of this
he study was reted 1

ndom effect model

udy condiscted in Aarstralia, in an inpatien setting {in prison)

dy was rated 1 (see foobnote 7)

L Drpicid-dependent prisoners

3 Al threa studies wers oconducied in an outpatent setting, two in the Unied 5tates and one in Garmany,
Three cohort studies; two rated 1 and one 2 {see footnote 2}

O cohort stuedy rated 1 (see footnoie Z).

R=

N .

| oth ootpatient, one conducted in the United States and one m Germany

! Both rated 1 (see footnote ).

: Tewo cohort studiess Metzger {1293F™ & non-treatrment control group selected by methadone group, 2nd Moss (19947 3 control giown sslected from contemboreneous entry to opioid
withdraws] programme.



A1.3  Is buprenorphine effective for the treatment of opioid dependence?

GRADE evidence profile
Buthor(s): Amato L, Minozz &
Date: 23 May 2006
Cuestion: Should buprenorphine maintenance versus placebo be used for opioid addiction?
Patient or population: Opécid dependent
Sottings: Tutpatient and inpatient
Systematic review: Mattick RP et al. Buprenarpiiine maintenance versus placabo or methadone maintenance for opioid dependence (2008, n
prossi e
Cuality assessment Summary of findings
No of patients Effect Duaflty =1
=
Mo, Design Limitations Consistenoy Direciness Diher Bupranorphine Placebo® Relative rizk Abrsolute rizk [AH) 5.
studies onsiderabons [RR) 255 T} =
{05% CIj i
Retention in treatment 2—4 mg buprenorphine versus placebo or 1 mg buprencrphine ™ =419 08 inhisctive foliow-ups 2-16 weeksT
. Randomized Mo imit=tans Mo impartant Cine mpatient  Mone 1487242 1147245 RR1.24¢ AR 100 000 miore L] P
trials® inconsistsnoy study (1) {585 (A%} (1.06 o 1.45) (30 moee to 290 Moderats
macire}
Mosphine positive urines: -4 mg buprenorphine sersus placebo or 1 mg buprencrphine
2 Randomized Mo imitations Inconsistent One npatient . Nona 247 245 - SMD 010 SO 7
trials® results betwsen  study (1) [—0L8 & 1.070) Laww
shadses (-1
Retention in treatment B mg buprenorphine varsus placebo or 1 mg buprenonphina™- 754750 0590 inhgective follow-upe 7-16 weeks <)
. Randomized Mo fimitatians Mo important One inpatient MNone 119218 114245 KRR 1.2 BOF1 000 meore EEEC) £
triais® irconsistancy shady —F) A5 (A7%) (1.02 mm 1.44) (9 mare to 151 maore) Moderats
Morphine positive urines: 8 mg buprenorphine versus placebo or 1 mg buprenonphins
2 Randomized Mo imitatans Inconsistent One inpatient  Nons 218 245 - SMD 028 SEO0 =
trials® results between  shady 1) 04T o 0N Laww
shudies [—1]
Retention in treatment 16 mg buprenorphine versus 1 mg buprenorphine™ ™8 79 500 phecthes follos-un: 7-16 weelks %
1 Randomized Ma imitations Mo important Mo HNone 1100181 74185 RR 1.52¢ 1000 more BB ED F
trials® imconsistancy umCsraEinty {61 %) (%} {1.33 1 1.88) {9} more 1o 350 Hiigh
meare)
Morphine positive urines: 16 mg buprenorphine versus placebo or 1 mg buprenorphins
1 Randomized Mo Imitatons Mo important Mo Hons 188 185 - SMID 065 SRS T
trials® iRconsistency umcartanty (=044 to -0 36} High
- Twao RCTs one mpatient. one ocutpatient, both conducted s the United States.
- Both with undear alfocation concesiment.

Random effed mods!
. Length of treatment.
- Placsbo ar 1 myg buprenorphine daily.



Recommendation

For the pharmacological treatment of opioid dependence,

clinicians should offer opioid withdrawal, opioid agonist

maintenance and opioid antagonist (naltrexone) treatment,

but most patients should be advised to use opioid agonist

maintenance treatment.

= Strength of recommendation — strong

» Quality of evidence — low to moderate

= Remarks — There is moderate evidence that agonist
maintenance treatment results in less illicit opioid use in
the medium term than opioid withdrawal of antagonist
therapy. Opicid-dependent patients should be encouraged
to use opioid agonist maintenance treatment in preference
to these other approaches. There is a spectrum of severity
of opioid dependence. In less severe cases of opioid
dependence (e.g. non-injectors and those who have
recently commenced opicid use)}, treatment with agonist
maintenance is still recommended for most patients, but
a significant number are also likely to do well with opicid
withdrawal-based treatments, and it would be reasonable
to recommend these to some patients.




A1.11  Should antagonist pharmacotherapy, naltrexone, be used for the treatment of opioid dependence?

GRADE evidence profile

Buthor{sk Minozzi, Amato
Date: 220322006
Cruestion: Should oral naitrexone be used for opioid dependence?
Patient or population: Opicid-dependent patients
Settings: Outpatient
Systematic reniew: MWinozzi et al.; Oral naltrexone tregtment for opioid dependence (CLIB 1, 200677,
Cuality assessment Summary of findings
Mo of patients Effect Dusafity g
B
Mo Desian Limitsbomn: Consistency Dirmcmess Dthear Oral naftrexons PMacabo Relative risk Absohrte risk [AR] §
ctudies considerations [RR) [95% CI) {95% O =
Retenticn in treatms ™™ 200m. 2098 (b iertie follow-up: 2-9 months
G Randomized  Ho limitatons® Mo imporiant Mo uncertainty Imprecise of 35105 ERT RR 1.08 201 D00 more BEE0 &
trials incoRsistency sparse data {-1) (33.3%) B1e% {074 w157} {90 less to 140 more) Moderate
Use of opicids PR H8MUMLMT Dhective® follow-up: 2-% monthsS
& Randomized  Senous Mo imporiant Mo uncertainty Imprecise of BRM139 B0 RR 072" T80 bess ! 1 00D BT T
trials limitations (-1 inconsistency sparse data {-1) (45 0% 63,7% (058090 (290 less to 6l less) Lo
Relapsed at follow-up™" =% { foliow-up: & months-1 yean)
" Randomized  No limitations' Mo important Mo uncertaingy Imprecise or PLAEE 2438 RR 094+ 40 fess | 1 D00 ST 7
trials inconsistency sparse data 2% 160,55 E37% (067134 @50kstolB0mors]  Low
Criminal behawiowr™=* [objectver follow-upe 610 monthsT
i o Randomized Mo limitations? Mo important Speaific Imprecise o 1354 1532 RR 050 140 less /1 000 So00 -]
trials inconsistency popalation fprison sparsa data {-2) (24, 1% ($6.9%) (027 o 290} (440 less to 20 bess) Wy low
release) |-1)
& Duipatient. Country of ongin: Bragd 2,054 1, Ru=sia 1, Spain 1

I adeguate aliccation concesiment, the othar unclear; all dowble blind
Fixed effect model

Length of treatrment

All cutpatient. Country of ongin: lsasl 2, U541, Chima 1, Rusia 1, Spain 1
Based on urinalyss

{ adequate alocation concesimeant, the other undear; all dooble bind. 1TT analyses not wsed
Both outpatient, one conducted in isreal, the other in Spain

1 with adeguste aliodcation concealment, 1 undear, both doublz blind

Few patients, result not statisticadly significant

All ceatpatient, conducted in USA, Ching and Russiz 1 each

1 adeguate aliomtion conceatment, 2 undlear, all dooble Hind

MNumiber of subjecis with at least one side sffect

Both autpatient and both condected in U5A

Murmber re-incarcerstad

Both undear afocation comoeziment and open dessgn

Z studies. few oatients

- w o = W B P

e 1

L |

A om W



Recommendation

For opicid-dependent patients not commencing opioid
agonist maintenance treatment, consider antagonist
pharmacotherapy using naltrexone following the = completion
of opicid withdrawal,

* Strength of recommendation — standard

e (uality of evidence — low

» Remarks — This recommendation acknowledges that not
all patients are able to access opioid agonist maintenance
treatment, and that not all patients who can access it
want it. In these crcumstances, the use of naltrexone
after withdrawal appears to have advantages over apioid
withdrawal without naltrﬁmne, n those patients who are




A14 Methadone versus buprenorphine

GRADE evidence profile
Author{s): Amato L, Minozz 5
Date: 22 March 200
Question: Should buprenorphine maintenance flexible doses wersus methadone maintenanca fexibie doses be wused for opioid
maEintenance treatment?
Patiant or population: Tpiate dependents
Settings: Thutpatient
Systematic review: Mattick RF et al. Buprencrphine maintenance versus placado or methadone maintenance for opioid copendance (2008, it
press) [0
Cruality assessment Summany of Tindings
Nao of patients Effect Jrualiny _g
Mo eesign Limitations Consistency rirectmess Oritheer Biprencephine Mia thadone Relstive risk Ahsohrte risk (AR} =
siodies consideratons maintenanoe mainieEnance (RE) (5% C1) E
flexible dioses fiexihle {95 % 1)
dosas
Retention in treatment flexible doses buprenorphine versus flaxible doses methadope ™" = 58015 000 {shiartive Solfow-ope 5438 weeks )
7= Randomized Ho limitations" Mo imgpoetant Mo Mons 2554484 I49z RR D.82= 130 DOE DREE
iak incomsistency uRcertainty {52 T8} 153.0%:) 00,72 1o 094 (220 lass tn &0 less) High
Use of opiate during the treatments =2 7= 51 3009 (hetser indicated by: lower scores)
B ‘Fandomired Ho limifations’ Mo impostant Mo Mors 411 426 — SMD—0.12 ErDEE T
wiak inconsistency uncertainty (-0.26 to +0.02) High
Use of cocaine during the treatment 719 2% 290 20 59 (hetter indicated oy lower scores)
G Randomized Mo limitations' Mo important Mo Mons 384 395 — S 11 el 5
triahs inconsistency uRCErtainty —0.03 to +0.75) High
Use of benzodiazepine during the tregtments='" T 20 20 (besar indicated by: ower scores)
q Randomized Mo limitations" Mo important Mo Moms 329 340 — SMD 011 SR 4
ks incorsistenoy unertainty f—0U0d bo +0.26} Hiigh
Criminal behawviowr ™7 (bettsr mdicated by: lowes scores)
1 Randomired Ho lmmitations™ Mo impostant Mo Impeecise ar a5 "y — SM 014 oS0 &
riak inconmsisiEncy unertainty sparse data (-0.4% o +0.04) Moderats
—ir
. All owtpatient, country of origin: three United States, ons Austriz, one Switzerland, one Australiz, one United Kingdom
= Two studies with adequate aficcation conosalmeant, for the others five not described; &7 doubie blind.

Ramdom effect modsl.
Length of reatrnent

. All cutpatient, coontry of orgin: three United States; one Austrz, one Austiaiia, one Switzorland.
5 L& doubie blind, one adeguate dllocation conceslment, five not stated.
s Diata based on urinalyss.

All cutpatent, country of origin: thres United States, ons Austris, one Austialia.
| 5 double blind; one adeguate allotion conceziment, five not stated.
I All catpatient, oountry of ofigin: two United States, one Ausiriz, cne Austratia,
» A4 doubls blind; one adeguate alliccaton conceaiment, five not slated.
» Dutpatient, conducted in Austaka
- Double bind, adequate allocsbion concealment



GRADE evidence profile

Author(sk Amato L, Minozz &
Date: 232 March 2006
Question: Should buprenorphine maintenance moderate doses (612 mg/day) versus methadone maintenance moderate doses
{5080 mg/day) be used for opioid dependence?
Patient or population: Opiate dependents
Settings: Cutpatient
Systematic review: Matiick RF et al. Buprenomhine mainfenance wersus placabo or methadone mainfenance for opkoid dependance (200E, in
pressy'®l
Quality assessmont Summary of findings
Mo of patients Effect Duality E
Mo [kasign Limi tztons Consistency Directness  Ohther Buprenomphine Methadane Relative risk Absohui= risk
studies considerations maintenance high  maintenznce high (RR] (AR ﬁ
doses{6-12mg  doses (G0-BOmgl  {95% QD {05% N »
dayl day)
Retention in treatment 7= 6.5 5012 79 399 (fofloyyp: 17-52 weeks')
™ Randomized Mo Impaortant bz Mone 15873546 10asy RR 070 TR0 000 EES F)
triaks limitations® moanssiency umCestainty il 4% {56.5%} {064 i 0.99) (230 lessip 10 Moderate
1 fiess)
Use of opiates’ 702157 1 5 3% hatter indicated by: lower scores)
I Randomized Mo Mo impartant Na Imprecise or 157 157 — SMD 027 280 7
trials limitations* Eanssiency uncataindy  sparse data {-1) 005050}  Moderate
L5 of oocaine? @10 % 200 28 3% (harer indicated by” lower soores)
1! Randomized Mo Mo mportant ez Very Impeeciss or P! 28 — SMD 022 el 5§
trials limitations® noonsstency  uncertainty  sparse data {—2) 030007y  Low

All cutpatiant, six conducied in the Linited Stales, ona in Haly

All dooble blind, one sdequate allocation concealment, the others not dascribed
High heterogeneity P = 0.04

Random effect mods!

Length of ireatment.

. Al outpabient 2nd all conducted in the United States

Bzsed on urinalysz

[ree doubis biind, cne with adeguate allocstion concealment, the others not sated
Cutpatient, condected in the United Sigtes.

i Dioubrle olind, alocation concesiment not stated

' Oinly one study, few patients, resuft not sistisbicaily somificent.



Recommendation
For opioid agonist maintenance treatment, most patients
should be advised to use methadone in adequate doses in

preference to buprenorphine.
= Strength of recommendation — strong

e (uality of evidence — high

* Remarks — Although the general preference may be
for methadone over buprenorphine, some patients
may do better with buprenorphine. Reasons for use
of buprenorphine may include previous response 1o
buprenorphine or lack of response to methadone, short
duration of action of methadone (i.e. with