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Hva er det vi behandler -
agitasjon, depresjon eller smerte?
Bettina S. Husebg, ph.d
Institutt for global helse og samfunnsmedisin %

Senter for alders — og sykehjemsmedisin GCRIEBER
Senter for eldremedisin og samhandling, SUS




Institutt for samfunnsmedisinske fag

GRATULERER MED DAGEN!

« Senior > 50
« Eldre 60-75

¢ Gammel >75
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Tema

e Smertevurdering og -behandling: Hvorfor er det sa vanskelig?
e Forekomsten av demens og smerte
e Smerte og atferdsproblemer
e Hva er det vi behandle?
— Agitasjon, depresjon, smerte?

e Pagaende prosjekter
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Smertevurdering og -behandling:
Hvorfor er det sa vanskelig?

e Pasienter mangler hukommelse, sprak, refleksjon og

forventning
e Proxy tester
e Akutt vs. kronisk smerte (>90%)
e Pain avoidance effect
e Smerte i muskel- og skjelettsystemet vs. indre organer
e Smertenettverk i hjernen kan rammes av demensutviklingen

e Smerteatferd kan ligne pa demensatferd




Institutt for global helse og samfunnsmedisin

Smerte hos sykehjemspasienter med demens

Pasienter pa sykehjem lider av vedvarende,
underdiagnostisert og mangelfullt behandlet
smerte (AGS-Panel 1998; Frampton 2003).

83% av sykehjemspasientene opplever
regelmessig smerte som fgrer til inaktivitet,
depresjon og redusert livskvalitet (Ferrell 1995).

Pasienter uten kognitiv svikt far 3 ganger

mer analgetika enn pasienter med demens
(Cohen-Mansfield 2002).

43-57% i Nederlande og Finland (Achterberg
2012), 57-60% (Husebo 2008, Sandvik 2014)
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Nociseptiv somatisk smerte

Oppstar i skjelett, hud og bindevev (Moroz a 2008)

Lett a lokalisere

Skarpt avgrenset
* Murrende
Stikkende

5
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Nociseptiv visceral smerte

Smerte fra indre organer (Norsk
legemiddelhandbok, 2009)

e |nntrer mer langsomt
e Diffus

e Verkende

e Murrende

e Vanskelig a lokalisere

e Ofte med smerte referert til
kroppens overflate E 5
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Nevropatisk smerte

Smerte oppstatt ved skade eller dysfunksjon av nervevev (Jarum E, 2009)

e Perifer og sentral nevropatisk smerte
e Spontan (uavhengig av stimulus)

e Vedvarende

e Anfallsvis (lynsmerter)

e Verkende, brennende, sviende,
skjeerende

e Provosert smerte

GCRIEBER
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. Verbal smerteuttrykk

Verbalt smerteuttrykk og smertelyder ma registreres

ﬁ,”"' + Lyder eller ord:
~
o

“Au”, “det gjer vondt”, stenning, roping, klaging

Var oppmerksom pa:
+ Afasi, fremmed sprak

Referanse: For fullstendig referanseliste se oversiktsbilde
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II. Ansiktsuttrykk

7_)‘{.;. ‘Rynker pa pannen
l,\ ‘Lukker gynene
) *Presser munnen

Var oppmerksom pa:

 Hud, rynker, gebiss, parese, Parkinsons sykdom
 Kronisk — akutt smerte

* Angst

Referanse: For fullstendig referanseliste se oversiktsbilde



lll. Avverge reaksjoner
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Kroppssprak

*Stivner, holder pusten
*Avverger

‘Beskytter seg

*Uro, agitasjon, aggresjon, apati
*Vandring, sgvn, appetitt

Var oppmerksom pa:

 Immobilitet (parese)

« Kontraktur, Parkinsons sykdom
 Manglende evne til a forvente smerte

Referanse: For fullstendig referanseliste se oversiktsbilde
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Pleiepersonalet

» Tettest kontakt med pasient under morgenstell - eksperter
 Observasjon er avhengig av oppleering og oppmerksomhet

* Tilvenningseffekt? Selvbeskyttelse?

s
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MOBID-2 smerteskala

obilization
bservation
ehaviour
ntensity

ementia

GCRIEBER




MOBID-2 Del 1

Mobid-2 smerteskala

Mobilisation - Observation - Behaviour - Intensity - Dementia

Patientens navn:

Dato: Tid: Avdeling:

Vaer oppmerksom pé pasientens smerteatferd relatert til muskulatur, ledd og skjelett under morgenstell. Observer pasienten far du starter
maobllisering. Forklar forstdelig det du vil gfore. Led pasienten, og glennomfar bevegelsene (1-5/ med forsiktighet. Stopp bevegelsen om du
observerer smerteatferd. Fyll ut skjemaet umiddelbart etter hver bevegelse.

SMERTEATFERD \ .‘i/; =) w SMERTEINTENSITET
Sett ett eller flere kryss for Smertelyd Ansiktsuttrykk Awvergersaksjon Tolk styrken av smerteintensiteten basert pa
hver observasjon som kan vere il Grimaserar Stiner observert smerteatferd og sett kryss pa linjen
relatert til smerte; smertelyd ey Bynler panen Besiytter Sel D-10, hvor O er ingen smerte og 10 er verst
L Lo Yrkar sag Strammer munnen  Shywar fra ag L
ansikisuttrykk og avvergereaksjon  giper Lukbkar gynena Endringer | pustan tenkelig smerte
Skrilear Hrymper seg
1. Led til & pne begge hender |:| |:| |:| Deringen smerte, 10 er verst tenkelig smerte
- t |
2. Led til a strekke armens mot hodet |:| |:| |:| g ! 2 3 & 2 J 7 8 ? 10
t |
3. Led til a beye og strekke anklar, 0 1 2 3 4 5 & 7 B § 10
knar og hofteladd |:| |:| |:|
* ¢ 1 2 3 & § & 7T B § 10
4. Led til & snu seq i sengen til begge sider |:| |:| |:|
= 1 ]
. T 1
il 1 2 3 4 13 b 7 B 9 10
5. Led til & sette seg opp pa sengekanten |:| |:| |:|
i it 1 2 3 4 &5 & 7 B § 10

Referanse: For fullstendig referanseliste se oversiktsbilde
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MOBID-2 Del 2

Vaer oppmerksem pd pasientens smerteatferd relatert til indre organer, hode og hud, Smerte kan oppstd pa grunn av en sykdom, sdr, Infeksjon
eller ulykker. Inkluder alle dine observasjoner fra | dag og de siste dagene [siste uken).

SMERTEATFERD SMERTEINTENSITET

Bruk front- og baksiden av kroppstegningen aktivt. Tolk styrken av smerteintensitet basert pa

Sett kryss for dine observasjoner relatert til smerteatferd chservert smerteatferd og sett kryss pa linjen 0-10,
|smertelyder, ansiktsuttrykk og mergereahﬁj on) hvor 0 er ingen smerte og 10 er verst tenkelig smerte

&. Hode, munn, hals 0 er ingen smerte, 10 erverst tenkelig smerte

-L..
7. Bryst, lunge, hjerte ﬂ 1 2 1 & b & 7 B 9 1|IJ

- ; |

8. Mage - ovre del g 1 2 3 i ] L] 7 8 9 10

> 1 |

LB T 1

9. Bekken, mage - nedre del 0 1 2 3 & ] & 7 B 3 10

= I ]

¢ 1 7 3 4& &5 & 7 8 % 1

10. Hud, infeksjon, sar

3¢

Gi en helhetlig vurdering av pasientens smerteintensitet basert pd alle observasjoner ﬁ 1 7 1 i 5 & 7 1 g 'IIEI

Bttt Fhrmeholid ol oa; (rsittstt ar s horrmsdis i fag, Unbereuted | Bogen

Referanse: For fullstendig referanseliste se oversiktsbilde
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Measurement properties

RELIABILITY
— Inter-rater reliability
— Intra-rater reliability
— Test-retest reliability
— Internal consistency

VALIDITY Husebo et al. Pain Sympt Manage 2007
— Construct Husebo et al. JAMDA 2008
Husebo et al. Scand J Caring Sci 2009
— Concurrent Husebo. Int Assoc Stud Pain (IASP) 2009
— Content Husebg. Tidsskr Nor Laegeforen 2009

Husebg & Husebg.Nord Tidsskr Pall Med 2009
Husebo et al. Scand J Caring Sci 2010
RESPONSIVENESS Sandvik & Husebg. Sykepleien 2011
Sandvik & Husebg. DemensAlderspsyk 2012
Husebo et al. Eur J Pain 2014 3

12.01.2015

SCRI )
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Nar bar MOBID-2 brukes? ‘;

Ved mistanke om akutt eller langvarig smerte - minst 2 ganger i aret
Ved atferdsproblemer: agitasjon, aggresjon, depresjon

2-4 dager etter oppstart av smerte behandling

Ved endring av smertemedikasjon

HUSK! Unnga at en pasient blir staende ungdig lenge pa
Medikamenter hun ikke har behov for
Vurderinger bar gjagres regelmessig, feks. hver 8-12 uke
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What do we know?

60 %

av sykehjemspasienter har smerte (Huseba 2009; Achterberg 2012)

>70 %

av pasienter med demens har atferdsproblemer (Selbaek 2007)

Effekt av smerte pa atferd?

GCRIEBER




Behavioural disturbances: Multi-factorial




Antipsykotika reduserer livsforventning
The CALM-AD study
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Time since randomisation (months)

At risk (No. of deaths) in subsequent 12 months:

Continue 62 (14) 23 (8) 10 (2) 4 (0)

Placebo 82 (17) 65 (4) 32 (6) 21 (2) 9(2)
Ballard et al 2009 Lancet Neurology

www.thelancet.com/neurology




Efficacy of treating pain to reduce agitation in residents of
nursing homes with dementia: A cluster RCT

e Setting: 18 NHs, 60 NH units (N=352), 5 municipalities in Norway
e Design: Cluster-randomised, 8 week trial + 4-w wash-out period

e Inclusion criteria: 65+ NH resident, dementia, clinically significant agitation for

at least onse week (ie 39+ on CMAI)

e Exclusion: advanced severe medical illness with expected survival < 6 months,

severe psychiatric/neurological disorder, severe aggression, severe renal/liver

failure
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BMJ 2011;343:d4065 doi: 10.1136/bmj|.d4065 Page 10 of 10

RESEARCH

Assessed for eligibility (n=420) |

Excluded {n=68);
Did not meet inclusion criteria (n=47)
Declined to participate (n=4)
Other (n=17)

¥
Randomised (n=352) |
|

; '

Allocated to intervention (n=177): Allocated to intervention (n=175):
Received treatment as usual (n=175) Randomisation to stepwise protocol for
Did not participate in control (moved treatment of pain (n=165)

to another nursing home or hospital) (n=2) Did not receive allocated intervention

(transferred to psychiatric care, transferred
to hospital or relatives, loss of data) (n=6)

'

Loss to follow-up (loss of data) (n=7} Loss to follow-up (loss of data) (n=4)
Discontinued participation (reduced condition) Discontinued intervention (reduced condition,
(n=3} reduced compliance, drowsiness, nausea,
Died (pneumaonia, heart failure, renal failure, or acute psychiatric iliness, skin allergic reaction,
aortic aneurysm) (n=8) acute back prolapse) (n=9)
| Withdrew consent (n=3)

Died (pneumaonia, renal failure, heart failure,
cerebral apoplexies, or cancer) (n=6)

f

Analysed (n=157) Analysed (n=147)
Excluded from analysis (loss of data, reduced Excluded from analysis (loss of data, reduced
condition, moved, death) (n=20) condition, moved, death) (n=28)

Fig 1 Flow of participants through trial




Smertebehandling
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Trinnvis protokoll for smertebehandling

Patienter med smerte
eller atferdsproblemer

Basisbehandling

Smertemedisin og dosering

Med/ uten smerte

Uten smertemedisin

Paracetamol (maks. dose: 3g/d)

Med smerte

Paracetamol og/eller NSAIDs

Morfin (5-10 mgx2/d; forsiktig gkning)

Med smerte og
svelgeproblemer

Paracetamol og/eller NSAIDs

Buprenorphin plaster (5yg/h, change
each 7.day; forsiktig gkning)

Neuropathic pain

Paracetamol and/or Morphine

Pregabalin (25 mgx1/d, forsiktig
gkning)




Assessment of agitation, dementia, pain

Prima ry outcome measures

Cohen-Mansfield Agitation Inventory — long form (CMAI)

Secondary outcome measures
Mini-Mental State Examination (MMSE)
Functional Assessment Staging (FAST)
Activities of Daily Living (ADL)
Neuropsychiatric Inventory-Nursing Home Version (NPI-NH)

MOBID-2 Pain Scale (MOBID-2)




Reduced agitation during pain-treatment

Treatment Wash-out BM]

&0
— Cﬂniml BMJ 2011:343:d4065 doi: 10.1136/bmj.d4065 Page 1 0f 10
: , |

=== Stepwise protocol for treatment of pain

& RESEARCH
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\ Efficacy of treating pain to reduce behavioural
disturbances in residents of nursing homes with

N 1 dementia: cluster randomised clinical trial

Bettina S Husebo postdoctoral fellow’, Clive Ballard professor®, Reidun Sandvik registered nurse’,
Odd Bjarte Nilsen statistician®, Dag Aarsland professor*

- - ‘Department of . Norway; *Wolfson Centre for
— - Wolfson ent of P Hospital
- - 4011 sta ociety, K: Disease
| i~ F Research Center, Novum, Stockholm, Stavanger University Hospital, Department of Psychiatry, Stavanger, Norway, and University of Oslo, Oslo,
Norway
b - - ”
Ty -

40

Cohen-Mansfield agitation inventory
[
L
el
4
'

0 P (1} fy 8 10 12
Week

Fig 2 Cohen-Mansfield agitation inventory scores, with 95% confidence intervals, over study period

Repeated measurement ANCOVA (LOCF):p<0.001
Average reduction 17%; Treatment effect 7.0 (95% CI 3.7-10.3)




Score for single CMAI items

Control week 0
W Control week 8
Intervention week 0

W Intervention week 8

The Response of Agitated Behavior to Pain
Management in Persons with Dementia

Bettina 5. Husebo, M.D., Ph.D., Clive Ballard. M.D., Ph.D.,
Jiska Coben-Mansfield, Ph.D., A.B.P.P., Reinhard Seifert, B.Sc.,
Dag Aarsland, M.D., Ph.D.

Objectives: Bebavioral disturbances and pain are common in nursing bome (NH)
patients with dementia. An association between pain and increased agitation has been

suggested, and recently a of agil bas been by
pain in patients with to severe We now which
specific agitated beb respond to d pain . Design: Cluster

randomized clinical trial. Setting: 60 clusters (ie., clusters defined as single inde-
pendent NH unils) in 18 NHs within five municipalities of Western Norway. Partici-
pants: 352 patients with moderate to severe dementia and clinicaily significant
bebavioral disturbances. Intervention: The control group received usteal treatment
and care. According to a predefined scheme for 8 weelks, all patients in the interven-
tion group received individual daily pain with irnof ded
release patch, and/or pregabaline. Measure-
ments: Cob A Inventory and items. Results: Analyses
demaonstrated that Factor 3 (Verbally agitated bebaviors) showed the largest signifi-
cant differertce (DF = 1204.0. t = —4.308, p <0.001), followed by Feactor 2 (Physically
non-aggressive bebaviors) (DF = 11980, t = —2.672, p = 0.008), and Factor 1
(Aggressive bebaviors) (DF = 1196.0.t = —2.093, p = 0.037) after 8 weeks, by a linear
random intercept mixed model in twoway repeatedmeasures configuration with
Jor ity. Cor ion: We found that verbal agitation
such as o of and q ic
constant request for attention, and cursing or verbal aggression responded to pain
treatment. In addition, restlessness and pacing were sensible to analgesics. Such
bebaviors should therefore lead to an assessment of pain, and pain treatment. Further
Studies comparing bow pain treatment should be balanced against other strategies
induding psychotropic drugs are needed. (Am ] Geriatr Psychiatry 2013; u)

Key Words: Dementia, agitation, aggression, behavioral disturbances, pain, pain
treatment, cluster randomised trial, nursing home

Received February 22, 2012; revised December 8, 2012; accepted December 12, 2012, From the Department of Public Health and Primary
Health Care Center for Elderly- and Nursing Home Medicine, Uriversity of Bergen, and Center for AgeRelated Medicine, Stavanger
University Hospital, Stavanger, Norway (BSH); Kings College, London, UK, and Center for Age-Related Medicine, Stavanger University
Hospital, Stavanger (CB); Tel-Aviv University Sackler Faculty of Medicine and Hercreg Institute on Aging, Israel, and George Washington
University Medical Center, Washington, DC (JC-M); Heart Department, Haukeland University Hospital, Bergen (RS); Karolinska Institute
(K1), Department of Neurobiology, Care Sdences and Socicty, KI-Alzheimer Discase Research Center, Stockholm, and Center for Age-Related
Medicine, Stavanger University Hospital, Stavanger (DA). Send correspondence and reprint requests to Bettina S. Husebo, University of
Bergen, Department of Public Health and Primary Health Care, Kalfarveien 31, N-3020 Bergen, Norway. e-mail: Bettina Husebodisf. uib.no
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Articles I DI

Sertraline or mirtazapine for depression in dementia
(HTA-SADD): a randomised, multicentre, double-blind,

placebo-controlled trial

Sube Banerjee, Jennifer Hellier, Michael Dewey, Renee Romeo, Clive Ballard, Robert Baldwin, Peter Bentham, Chris Fox, (ive Holmes,

Cornelius Katona, Martin Knapp, Claire Lawton, James Lindesay, Gill Livingston, Niall McCrag Esme Moniz-Cook, Joanna Murray, Shirley Nurock,

Martin Omell, John O"Brien, Michaela Poppe, Alan Thomas, Rebecca Walwyn, Kenneth Wilson, Alistair Burns

—— Placebss
— Sertraline
— Mirtazapine
z T
§ 1
E _ t
[ — — —
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0 13 39
Wisit fweslks)

Figure 2: Unadjusted mean CSDD scores by treatment group

Lowest score is best. Emor bars show 95% Cls. CSDD=Comell scale for depression in dementia.
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B 4] 3 Efficacy of pain treatment on mood syndrome in patients
2 z with dementia: a randomized clinical trial
o
10 E_ 25
§ 8 =< 2 B. S. Husebo"?, C. Ballard™?, F. Fritze'?, R. K. Sandvik' and D. Aarsland™”
= i Y ! Department of Global Public Health and Primary Care, Center for Elderly- and Nursing Home Medicine, University of Bergen, Bergen,
Norway
b 15 2Center for Age-Related Medicine, Stavanger University Hospital, Stavanger, Norway
The Wolfson Wing & Hodgkin Building Guys Campus, Kings College, London, UK
4 1 “Karolinska Institute (KI), Department of Neurobiology, Care Sciences and Society, KI-Alzheimer Disease Research Center, Novum,
" v - . Stockholm, Sweden
0 2 a4 6 3 10 12 0 2 4 6 B 10 12 Correspondence to: B. 5. Husebo, E-mail: Bettina Husebo@isf.uib.no
a 4
3, 35 Background: Depression is common in nursing home (NH) patients with dementia, and often clustered

with anxiety and other mood symptoms. An association between pain and depressive symptoms has
been reported, but the impact of pain management on depression and other mood symptoms has
not been investigated.

w

25 Objective: Secondary analyses of a cluster randomized clinical trial examine the response of
¥ dementia-related mood symptoms to a Stepwise Protocol of Treating Pain.

Method: Three-hundred fifty-two patients with moderate and severe dementia and significant behav-
ioural disturbances, related to 60 clusters (i.e. clusters defined as single independent NH units) in 18
NHs of Western Norway, were included. All patients in the intervention group received individual daily
pain treatment with paracetamol, extended release morphine, buprenorphine transdermal patch or
pregabaline for 8weeks, with additional follow-up assessment 4weeks after completion of the
1 intervention. Clusters randomized to control received usual treatment. A mood cluster consisting of
depression, anxiety, sleep disorders, apathy and appetite items from the Neuropsychiatric
Inventory-Nursing Home (NPI-NH) was the primary outcome.

4 Results: Analysed by Mann—Whitney U-tests, Stepwise Protocol of Treating Pain conferred significant
benefit in treatment of the NPI-NH mood cluster (F=13.4, df=1;299, p < 0.001) and depression
(F=2.0, df=1;301, p=0.025). Further analyses highlighted improvements in apathy (F = 5.3, df=1;300,
35 p=0.017), night-time behaviours (F=3.1, df=1;301, p=0.050), and appetite items (F=11.6, df=
1;301, p=0.005), but not irritability (p=0.092) and anxiety (p=0.125).

Conelusion: Mood symptoms including depression significantly improved with pain treatment,
emphasizing the importance of more rigorous treatment of pain in agitated people with dementia.
28 Findings have potentially immediate clinical relevance. © 2013 The Authots. International Journal of

¥ Geriatric Psychiatry published by John Wiley & Sons Ltd.

Drepress
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Night-time behaviours
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Key words: dementia; depression; anxiety; pain; nursing home
2 History: Received 11 June 2013; Accepted 21 November 2013; Published online in Wiley Online Library
(wileyonlinelibrary.com)
DO 10.1002/gps.4063
1,5 1,5 8P
" 1 Introduction depression, apathy and anxiety (Robert et al., 2005).
The prevalence of these symptoms differs in
] 2 4 6 8 10 12 0 2 4 6 8 10 12 In nursing homes (NH), 80% of the patients have accordance to the diagnoses and severity of dementia.
dementia, and of them, 90% have one or more neuro- In patients with Alzheimer’s disease, about 50% will
4 psychiatric symptoms (NPSs) (Selbaek et al, 2008). have depressive symptoms at some stage of the disease
The most frequently occurring of the NPS are (Lyketsos and Olin, 2002). In vascular dementia,
354
(© 2013 The Authors. International Journal of Geriatric Psychiatry published by John Wiley & Sons Ltd. Int ] Geriatr Psychiatry 2013
This is an open access article under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs License, which permits use
34 and distribution in any medium, provided the original work is properly cited, the use is non-commercial and no modifications or adapta-
tions are made.
£ a5
£
£ 2
15
4 1%
1 T T ORI
0 0 R GCRIEBER
Y FONDENE




Mood disorders

0 2 4 6 8 10 12

Husebo et al. Int J Geriatr Psychiatry 2014 GCRIEBER
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Night-time behaviours
NO

5

Husebo et al. Int J Geriatr Psychiatry 2014 s
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Fig: Pain intensity between treatment and control group
during eight weeks of treatment and four week wash-out
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77 = CoONtrol
a === Acethaminophen
6 -<| ) === Morphine/buprenorphine
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== Pregabalin
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Fig: Pain intensity in all groups during eight
weeks of treatment and four week wash-out

Sandvik et al. Eur J Pain 2014.
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But time is changing...

e Kungsholmen Study: 46% of the patients (N=2610) > 64 years with dementia
used at least one analgesic drug compared with 25% of those without
dementia. (Haasum Y et al 2011)

e Sweden, Finland use of analgesics (N=546) >85 years, with and without
dementia, at home. In dementia, significantly higher proportion used
paracetamol, no differences for opioids. (Lovheim H 2008)

e Finland: Use of strong opioids, especially due to transdermal fentanyl, was
higher in patients with dementia (Hamunen K 2006)

e Increasing warnings against morbidity and death associated with the
initiation of fentanyl in previously opioid-naive patients: (Dosa DM 2009)

e Denmark: 41% of NH patients receive opioids (Jenssen 2014)
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Institutt for global helse og samfunnsmedisin

Konklusjon

e Ja, takk —begge deler...
e Systematisk smertevurdering ved bruk av MOBID-2 smerteskala
e Kontakte legen ved MOBID-2 skar > 3

e Kompetent behandling av underliggende fysiske sykdommer for eksempel

UVI, tannpine eller magesar
e Trinnvis protokoll for smerte-behandling med medikamenter

e Andre hensiktsmessige tiltak: kommunikasjon, massasje, musikkterapi og

tilrettelegging av hjelpemidler

e (Ogsa for smertemedikamenter bgr vi ha en plan for seponering!
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Studiens formal

e A undersgke om individuell smertebehandling reduserer

depresjon hos pasienter med demens
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Inatitutt for samfunnsmedisinske fag

Pre - Screening
About 1500 NH patients and patients from NHs and old-age psychiatry
clinics will be screened to find patients with dementia and depression

Visit |
About 350 patients with moderate or severe dementia and depression
Inclusion, tests, clinical investigation, medication, optimize treatment

About 80 will not undergo
randomization
VISIT Il

266 patients baseline assessment with
primary/secondary outcome; randomization to
active pain treatment or placebo

PLACEBO TREATMENT

VISIT lliWeek 0 VISIT lll/Week 0
Paracetamol placebo (N=80) Paracetamol tbl (N=80)
Buprenorphine placebo (N=53) Buprenorphine transdermal (N=53)

VISIT ViWeek 6 VISIT VIWeek 6
Primary/secondary outcome Primary/secondary outcome
measures, adverse events measures, adverse events

VISIT VIWeek 13 VISIT ViWeek 13
Primary/secondary outcome Primary/secondary outcome
measures, adverse events measures, adverse events
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