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Abstract

The crisis caused by prescribed opioids and their related side effects are
a public health problem worldwide. Most of these are prescribed for
coping with chronic pain. The coexistence of opioid use disorder (OUD)
in patients with chronic pain represents a complex challenge due to
the need for managing both pain and OUD. The aim of this systematic
review is to evaluate the efficacy of feasible treatments for this population
with OUD and comorbid chronic pain for both conditions. A systematic
database search has been performed using Cochrane Library, MEDLINE,
PsycINFO and ClinicalTrials.gov in compliance with PRISMA guidelines.
Eligible articles addressed the outcomes in chronic pain patients with
comorbid opioid use disorder after treatment interventions were applied.
Of 593 identified articles, nine were eligible for qualitative review (n = 7
pharmacological interventions; n = 2 psychological interventions).
Methadone, buprenorphine, cognitive-behavioral and mindfulness showed
promising results, but data were inconclusive (<2 RCT with low risk of bias).
It is unclear whether the opioid agonist treatment should be maintained or
tapered and which drug should be prescribed for the opioid substitution
therapy (methadone or buprenorphine/naloxone). Mindfulness and
cognitive behavioral therapy have a discrete effect on improving negative
affect but not pain. The therapeutic approach might be individualized
under a shared decision-making basis.

Key words: opioid use disorder, chronic pain, methadone, buprenorphine,
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Resumen

La crisis causada por los opioides recetados y sus efectos secundarios
relacionados son un problema de salud publica en todo el mundo. La
mayoria de estos medicamentos se recetan para el afrontamiento del
dolor crénico. La coexistencia del trastorno por uso de opioides (TUO)
en pacientes con dolor crénico representa un desafio complejo debido a
la necesidad de controlar tanto el dolor como el TUO. El objetivo de esta
revisién sistematica es evaluar la eficacia de los tratamientos posibles para
dicha poblacién con TUO y dolor crénico. Se ha realizado una revisiéon
sistematica usando las bases de datos Cochrane Library, MEDLINE,
PsycINFO y ClinicalTrials.gov, conforme a las pautas PRISMA. Los
articulos elegibles abordaron los resultados en pacientes con dolor crénico
y diagnoéstico comoérbido de TUO, después de aplicar una intervencién. De
593 articulos identificados, nueve eran elegibles para la revisién cualitativa
(n = 7 intervenciones farmacolégicas; n = 2 intervenciones psicologicas). La
metadona, la buprenorfina, la terapia cognitivo-conductual y el mindfulness
mostraron resultados prometedores, pero los datos no eran concluyentes (<2
ECA con bajo riesgo de sesgo). No esta claro si el tratamiento con agonistas
opioides debe mantenerse o disminuirse y qué farmaco debe prescribirse
para la terapia de sustituciéon de opioides (metadona o buprenorfina/
naloxona). El mindfulness y la terapia cognitivo-conductual tienen un efecto
discreto en la mejora del afecto negativo, pero no del dolor. El enfoque
terapéutico podria individualizarse sobre la base de una toma de decisiones
conjunta.

Palabras clave: trastorno por uso de opioides, dolor crénico, metadona,

buprenorfina, terapia cognitivo-conductual
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hronic pain (defined as “an unpleasant sensory

and emotional experience associated with,

or resembling that associated with, actual

or potential tissue damage” [International
Association for the Study of Pain, 2020]) affects 25.3 million
adults (11.2%) in America (Nahin, 2015). World Health
Organization adds to the definition the length of symptom
(“persists or recurs for longer than 3 months” [World
Health Organization, 2019]). Between 5 and 8 million
patients use opioids for chronic pain (National Institutes
of Health, 2014). Opioid prescriptions for chronic non-
cancer pain (CNCP) have increased drastically since 1999,
especially in United States, country that consumes 80% of
the global manufactured opioids (Brown & Sloan, 2017).
Parallel to the increase of prescriptions, the rates of opioid
use disorders (OUD) and overdoses have also increased (in
20135, drug overdoses deaths involving opioids were 33,091,
63% of overall drug overdose deaths) (Rudd, Seth, David
& Scholl, 2016).

Whereas the usefulness of opioids for acute and cancer-
related pain is well known (Wiffen, Wee, Derry, Bell &
Moore, 2017), efficacy of opioids in CNCP is nowadays
highly controverted. Long-term efficacy in controlling
pain has failed to be demonstrated (Chou et al., 2015) and
many patients discontinue long-term opioid therapy due
to insufficient pain relief or adverse events (Noble et al.,
2010). Regarding these adverse effects related to long-term
opioid therapy in patients with CNCP the rate of opioid
misuse has been estimated between 21% and 29% and the
rate of opioid addiction between 8% and 12% (Vowles
et al.,, 2015). Moreover, the absolute event rate for any
adverse event with opioids is 78% whereas the absolute
event rate of any serious event is 7.5% (Els et al., 2017).
Guidelines regarding prescription of opioids and chronic
pain (Busse et al., 2017; Dowell, Haegerich & Chou, 2016)
discourage its use and, given the case, prescription must
be the lowest effective dose (preferably <50 Morphine
Milligram Equivalent Doses, MED) (Busse et al., 2017;
Dowell et al., 2016). In patients with high opioid doses (=90
MED/day), a tapering strategy is recommended, especially
in those who have not reached enough pain relief (Busse et
al., 2017; Dowell et al., 2016).

The Centers for Disease Control and Prevention (CDC)
2016’s Guideline for Prescribing Opioids for Chronic Pain
(Dowell et al., 2016) states in its 12th recommendation that
“Clinicians should offer or arrange evidence-based treatment
(usually medication-assisted treatment with buprenorphine
or methadone in combination with behavioral therapies)
for patients with opioid use disorder”. The rationale is that
tapering or discontinuing opioid medications could result
in enhanced pain and craving with consequent use of illicit
drugs and potential harms to the patient. On the other hand,
continuing with opioid medication may increase tolerance,
cause hyperalgesia, strengthen addiction and provoke a

potentially harmful use. Maintenance of this equilibrium
represents a big challenge.

Methadone is a synthetic p-opioid agonist with a long
half-life (5-55h) approved as analgesic and treatment
of opioid use disorder. It is also an NMDA-receptor
antagonist, meaning that it is useful for chronic neuropathic
pain. Nevertheless, due to its complex non-linear
pharmacokinetics, its potential serious adverse effects
including cardiac events (QQT prolongation, torsade de pointes,
arrhythmias...), risk of overdose and minor events like
sedation, constipation, nausea or dizziness, must be strictly
monitored. Additionally, methadone’s analgesic effects last
4-6h requiring multiple daily doses (Heinzerling, 2019).
Buprenorphine is a p-opioid partial agonist also approved
as analgesic and treatment for opioid use disorder. It is
usually combined with naloxone to deter intravenous
use. Although oral absorption of naloxone is very low,
it causes withdrawal symptoms if injected. It is also a
k-opioid receptor antagonist and may be able to reduce
hyperalgesia. As a partial opioid agonist, it has ceiling effects
and, therefore, a better safety profile compared to complete
agonists like methadone (Heinzerling, 2019). Despite its
safer profile, methadone retains longer in treatment patients
with opioid use disorder than buprenorphine (Mattick,
Breen, Kimber & Davoli, 2014). Psychological therapies
are one of the main cornerstones of addiction treatments
(Kampman & Jarvis, 2015). For example, cognitive
behavioral therapy (CBT) has proven to be effective in
substance use disorders (Dutra et al., 2008), to cope with
chronic pain (Williams, Eccleston & Morley, 2012), even in
patients with CNCP and substance use disorder (Ilgen et
al., 2016). Research also supports the use of mindfulness-
based interventions (MBIs) such as Mindfulness-Based
Relapse Prevention (MBPR) (Bowen, Chawla & Marlatt,
2011), Mindfulness-Oriented Recovery Enhancement
(MORE) (Garland et al., 2014), and Mindfulness-Based
Addiction Treatment (MBAT) (Vidrine et al., 2016) for
treating addictive behaviors (Garland & Howard, 2018;
Li, Howard, Garland, McGoverns & Lazar, 2017), and has
obtained higher rates of abstinence among people who use
heroin (Chen et al., 2019). Mindfulness has also been found
useful for reducing pain attentional bias in CNCP patients
(Garland & Howard, 2013), and has reduced pain severity
and desire for opioids in CNCP patients at risk of OUD
(Garland et al., 2014).

Unfortunately, evidence of CDC 12th statement is
extrapolated from studies regarding general OUD or OUD
for prescribed opioids but none specifically for OUD in
CNCP. The outcomes of these studies regarding pain relief
do not spectfically focus on this population. The aim of this
work 1s to collect and analyze the most updated and based-
on-evidence data on clinical management of both opioid
use disorder and comorbid chronic pain in those patients
suffering from both conditions, whether the proposed
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therapies are pharmacological or non-pharmacological
and focusing on those outcomes related to these two
simultaneous conditions.

Methods

Data sources and search strategy

This study has been done following PRISMA’
guidelines (Moher, Liberati, Tetzlaft & Altman, 2009). A
previous protocol has been registered in PROSPERO
(CRD42020198672). To write this systematic review, the
investigators have searched articles related to CNCP and
comorbid OUD focused on its clinical management, based
on evidence. The combination of used terms, in English,
is displayed in Figure 1. The chosen databases to perform
the search were Cochrane Library, PsycINFO, MEDLINE
and ClinicalTrials.gov because they are some of the most
used databases and have a high acceptance (Murdoch
University, 2021).

The search included articles from the date of inception
of the databases to December 2019 and the search and
selection process were performed from January 2020 to
March 2020. The writing of the review was done between
April and May 2020. Two investigators designed the search
strategy, one investigator conduct the initial search and
selection under the supervision of two other investigators
and three investigators participated into the final process of
selecting those articles to be included in the review. As only
one investigator performed the initial search and selection,
no inter-judge reliability could be assessed. The search was
restricted to 1) human studies and 2) completed studies.

Inclusion and exclusion criteria

Methadone and buprenorphine are the only approved
therapies for treating both coexistent conditions. With
respect to the literature regarding the effectiveness of
psychological interventions for treating chronic pain and
increasing abstinence in OUD or reducing prescribed
opioids, there is some preliminary evidence that CBT and
mindfulness therapy may be useful but findings to date
are mixed (Eccleston et al., 2017). On the other hand,
naltrexone has not been included because, even though an
analgesic effect has been described recently, the mechanism

remains uncertain and its indication nowadays is only
for treating OUD (and alcohol use disorders), not both
conditions of interest at the same time.

Publications were eligible for inclusion if they were: (1)
metanalysis or systematic reviews with a pharmacological
or psychological intervention for treating comorbid
CNCP and OUD; (2) randomized, controlled and/or
double-blind clinical trials (RCT) with a pharmacological
or psychological intervention for treating CNCP and
comorbid OUD; (3) nonrandomized and observational
studies examining the outcomes of patients treated with
a pharmacological and/or psychological intervention for
CNCP and comorbid OUD. Studies were excluded if they
were: non-English nor Spanish written, without published
results, narrative reviews, case reports, letters, editorials
and animal or laboratory studies.

Regarding the PICO questions, investigators only were
willing to include those articles that all their population had
a diagnose for both CNCP and OUD, independently of the
setting, the sex, age or other demographic characteristics; an
activeintervention (and comparatorin RC'T)had tobe applied
in those participants either pharmacological, methadone or
buprenorphine/naloxone, or non-pharmacological, CBT or
mindfulness; the primary and secondary outcomes had to
be related with evolution of CNCP and/or evolution of the
OUD after the intended intervention, as the purpose of the
review is to assess the development of both conditions after
the intervention. To consult the PICO questions and the rest
of the included studies’ characteristics, lector is referred to
consult Tables 1, 2 and 3.

From a total of 593 articles meeting the search criteria,
7 duplicates were detected with Mendeley Reference
Manager® software and were removed. 586 records were
screened at the title and abstract and 30 full-text studies
were assessed for eligibility. The systematic review flow
diagram of this article is represented in Figure 2.

Assessment of methodological quality

The assessment of methodological quality has been
focused on those studies with an RCT basis, as their level
of evidence is higher. To do so, authors have assessed the
methodological quality using the Rob 2 Cochrane risk of
bias tool (Sterne et al., 2019).

1) < chronic pain >

2) AND < opiate > OR < opioid > OR < narcotic >

3) AND < addiction > OR < misuse > OR < disorder > OR < aberrant
behavior > OR < abuse > OR < dependence >

4) AND < methadone > OR < buprenorphine > OR < cognitive
behavioral therapy > OR < mindfulness >

Figure 1. Combination of terms used to perform the literature search, in title, abstract and/or keywords.

ADICCIONES, 2023 - VOL. 35N. 2
199



Systematic review on the clinical management of chronic pain and comorbid opioid use disorder

"e21IBWY JO S9ILIS PAIIUN VSN (1 L0Z “|B 39 SSIsM) ApNIS 1uswieal | uoidippy ploido uondudsald :S1V0d LapJosip asn pioido :gno ‘onel Sppo :yO ‘auopeylsw idLIA ‘0iel 91ed-a3uspidul
Y1 (€66 'UONBIDOSSY J1IRIYIASY UBDIISUIY) UOIIPS 4 ‘SI9PJOSI [BIUSIN JO [BNUBIA [213SIIEIS pUE d13souselq AIFNSQ ‘Uled Snoladued-uou dIUodyd (dIHND ‘duoxoleu/aulydiouaidng X IN/dNg ‘sauidazelipozuaq :zZNg 210N

(g =d 91°| :¥Y1) @sn Snup patiajad
-J|9s Jou (py" = d ‘g1°| :4O) Sutuaauds 3nup aanisod yum

OEEYsN
3nup auun pue

paie|a.110d Apuediiusis Jou sem uled suyeseg (0" = d asn patiayal-y|as ‘Buiusalns
116°1-20°L 1D%S6 &L :¥YI) 9sn Snup pa.issal-j|as pue ‘(uaaJ4ds 8nup Aqg passasse) |eaipaw
(20" =d !Z0°S-€1°1 1D%S6 ‘8€'7) Buluaa4ds 8nup aAllisod  duLIN pue asn paJlajal-j|as asde|as o ysu 'sanId ysnoayy
UYum paieallod Apuediyiudis punoy sem yuswanosduwy Aq passasse) asde|aJ jo ?y3 yum aseyd ‘dn-mojj0}  v¥SN 0L Ul (SLYOd) uopewJyuod
ured Jo 93.3ap Jamo| v (600" = d ‘85°2-0Z°L 1D%S6 S 3y Yyam eisadjeue uj Suiiadey ayy Jo sy2am g Aq panunuod 3J0MIBU [eL) pue
!99°| YY) 9sn Snup paJJajal-y9s pue (0" =d 9/ Juawanosdwi o 9343sp  Sulnp Ayjiejon ‘'sy99Mm 1 40} (Swize-8 |ea1ulpd jeuoneu ‘(panydads SYuowez 1102
-€0° L 1D%S6 ‘€2 :¥O) Sulusalds Snup aAnisod Yyim ay3 pue uled aulaseq uled usamiagq  sasop aSued wWNwWixew) e Yum paiel|ie a8e ueaw  uled uodau ‘el
paje|a.403 Appuediyiudis punoy sem uied jo Ayl|13ejOA Ud9aMIDq UOIIe3II0D uope[a440) XIN/dNg Suade]  sdjulp Ayunwiwo) Z5 ou)gzlL=U -jasiuaned Al-FINSA Asl4om
(%S "SA %LY)
UOI1BD1JIX019P O JUSLUILDI] U] 9DURUIUIRW JO 3)ed pue
(%9€ "SA %ES) ZNg 40 uondidsaid (%Lt "SA %L9) Hgey "Uo13eIIX0IRP 4O
Suows (%19 "SA %ES) UoNEd0| uled BUO UBYI BJOW  JUSWIIL3I] Ul dduUeRUIUIeW
(9%2L 'SA %001) uted |eai8ojoisAyd-uou annisod ul asnge JO s3jed pue ZNg Jo
s3nJp/joyodje jo A1oisiy snoiraad Inoyym pue yum  uondudsaid ‘igey Supows
sjualed UIBIMIBQ PUNOS DIIM SIUIBYIP JULdIUSIS ON ‘uonyedo| ujed suo-ueyy
'SyIUOW 9 UBY) 2I0W JUBWILSI) -aJow ([086 L ‘[Puwiny
ul paulewaJ (%t/) syusned G "9SOPISA0 WO | (%L%) '8 U2O|INDIN ‘(ISPPEA] 353}
palp suaned z (%irL) dn-mojjo} 03 350| a4am syuanined  [j]appep) uted [edi8ojoisAyd ‘(syyuow gg-| d8uel
9 (%) 24e2 paJJtajsuely syuanned € (%/) paxoiap -uou aAnisod Suipaedal *954N0d ‘syuow | uopeinp
AjIngssa2ons syuaned € (%) Juawies ) paulelulew  asnge joyodje Jo/pue sSnip JuswWiIea) JUBWIea) URIpaW vsSn 'SpJodal
syuaned 61 {(%€z) weidoud Juswieasy pioido Jo Auo3siy snoiaaud e 3ou  y3nodays syusned ‘Bwze-5z'0 28ued ‘llemenH Ul d1uld |ed1paw pue 5102
pasua2i| e 03 paJlajsuesy a1am Jo 1no doup ‘spioido  pey pue pey oym syuaped 40 UORN|OAD ‘3uig 9sop ueipawl) uted delydAsd JUSWISSaSSe ‘e
uopdidsaud 03 pausniad syuaned Q| Juawiealy Sulng UD9MI13Q S9dUJI_HIA ?y3 jo sisAjeuy X1IN/dNg [enduiigns juanedinQ 0L (0S)Ep=u Jluip uled  AIFINSA  J9Z3343S
'SYIUOW 8| UBY) dJ0W 9%G'E pue Jeak auo uey) Ja1eals
%E | ‘SUIUOW 9 UBY] 3J0W XTN/dNG UO paulewsal %y vsn
"SYIUOW 9 40} JUSWIILI] UO puUe JUSUIISqe pauleulal "auljaseq ‘0JIX3IN MaN Ul 'SpJ0dal
sjuaned 3yl JO %59 (9°9 - Z°9 1D %S6 ‘6E°9 Ueaw) uawean) XIN/dNg 0} paJedwod '(Bwigz-9 a8ueu ‘Swg| uonendod ueiaian |ed1paw pue
auljaseq 03 paJedwod (8'G- 7S 1D %G6 ‘9°G ueaw) UO UOIIUSIBJ puUe SYIuoW eisag|eue Jo dNg jo asop ueaw) Aueyljiw 10} SunIas uoneulwexs ziLoz e
uted (100°0>d) Apuedyiugis paseansp XIN/dNG  3s41y 9 3y3 Suunp asdejay uonenjeas X1IN/dNg [enduljgns aJed Aiewud €6 (z9)evL=u |ea1shuyd  AIFINSA 38 @ped
‘adno dojaAap 01 401Dk} XSI UlewW 3y} Se punoy} sem ‘(syauow
J3pJOSIp |eIUaW J0 UoIDIPPE Jo A103S SNOIARId (%0%<) ¥6-1 98ued ‘syyuow
BIX2J0UR PUE UOIIDUNISAP [BNX3S ‘SSauseam ‘Suiieams €'g€ UoleINp JUsWILa}
‘eluwosul 1ysiam uj aseadu] ‘A81aua Jo SSO| ‘UolIepas ‘uone|ndod o8e.ane) wesSoud Jop1d ‘uspams 'SpJ0d3J
2J3M S1I3443 dPIS UOWWOD (00 L-0 @8ued ‘8’0 ueaw) dJND Ul ano 03 paieja4 e Ul dDND Pue ano ul wesgoud |eaipaw pue
31| J0 Arjenb Jiay3 ul Juswanoadwi ue payodad syusied  SI0IDES YSH JO UOIEIIIUSPI 18241 01 (BWOSE-0L 3dueusUIRW JuswWISsasse 9002
ISOI\ *,21BJ3pOUWl, 9%SZ pue Jaia4 uied ,poos, pariodal pue 341 J0 Ayjenb ‘s1oay9 ‘e|sagjeue 28uel ‘8wg 66 Asop auopeylaw uepisAyd ‘e
%S/ ‘(%08 ‘09/81) dn-moj|0} 1934400 e y3m syuaized Jo4 3pIs Jo uonenjeny 10 uopenieny ueaw) dLIA |40 aneding 91§ ()09 =u ured  AIFINSA uipoyy
(a8e ueaw)
ETEIN sisouSelp  sisouSelp
awodnQo % syuediied doND ano aeak
syInsay S3W0d3N0 J3Y10 fiewiig uonUaAIRIU| Sumes Jo JaquinN “oyany

sansuaeleyd syuedpiyied

‘salpnis anldLIsap [puoiIpAIaSqo [paisojodpwanyd ayl Jo Lipwwns *| a|gel

ADICCIONES, 2023 - VOL. 35N. 2

200



Beltran Jiménez-Fernéndez, Cristina Calomarde-Gémez, Ana Lépez-Lazcano, Anna Lligofia, Antoni Gual, Hugo Lépez-Pelayo

‘SUBLLIRa) 3J5US JO PEaISUl SIUBWIRSI L30q SSOJ0e Wy papiro.d sey saded [eulSio syl uaym (6107 ‘Sn aURIPSA JO Aleigi [euonen) [00304d ay3 Ut paysiignd 8Soy3 WoJj PaIdeIXe Usaq aAeY SHNSDY yyx
"dydysiaAIe[R./2]B2/810°2EDPALI MMM LM SIIMIIAS] UL A PIRINIIED SeM HY yy
"35u0dsa. S|enpIAIpUl UO Paseq paisn[pe g pinod Sasop [eiul

'9]2S aNZ0[RUE [BNSIA [SYA ‘BILIBWY O SIIRIS PAUIUN VSN ‘UONBALIBP PIepURIS (S JapJosip asn pioido :gno ‘Buopeyisw ‘LN (0002 ‘UONeO0SSY JLIRIYIASY UBdLIBWY) UOISIASY X3 (£66 | ‘UONBNOSSY JL1LIYIAS UBDLIBWY) UONIPS (7 ‘SISPIOSIQ [RIUSIN JO
[BNUBIA [BIASIRIS PUB dNSouSeIq (4 L)AIFNSA (2861 1auus) 131 8ujuas.ns asngy Snid :1Sy( ‘uled SnoJaduea-uou d1UoIyd (gIND ‘auoxojeu/auiydiousldng i IN/ANG (196 ‘USnegi3 «g X0 ‘UoS|BpUI ‘p1ep Sag) Aiojuaau uoissaida yag :|dg 210N

(8v€" = d) 92uaJa4ip Juedyiudis ou yim ‘dnous XIN/dNG

By Ul (£'LE = aS) 7'£z 03 pasedwod dnou8 @LIN Y3 Ul (1'8L = @S) £'LL Sem syuow
91e SYA e Ag paJnseaw s1933|dwod Suowe SuiAe.d 40} JUSWSINSEIW UBSW Y]
(668" = d) sedud.IRYIp

JURIUBIS OU PIMOYS UIYM XIN/ANG 3Y3 Ul (Z'1L = AS) €'G1 03 paedwiod

dnoJ8 @LiN ayy Ul (Z'81 = aS) 0°ZL Pa40ds ‘|ag ayy Yum passasse ‘uoissaidag
‘dueseq

1e dnoJ8 gL 3y ul v pue dnoud XIN/dNg ul € 03 patedwod [03030.4d 3Y3 JO pud 3y}
1e spioido 104 3533 auLin aARIsod e pey wJe yoea ul juedpiied | ‘sia1e|dwod Suowy

(880" ‘Buiew!
= d) s9dUaJaYIp JULIYUSIS OU pamoys Ydiym ‘dnoud XIN/dNg U Ul (091 = as) €1 ‘syyuow 9 ‘syyuowl ansouselp Jo
03 paJtedwod (1'sz = As) £' L€ sem dnoJ8 @LIA 8y Ul ‘SYA Ag painseaw ‘Sujuopdund JoyAjlep sawn 9 Joy Ajlep sawin SN uoljeuIWexd
(£60" = d)@duasapp Buinesd ‘uoissaidap -€ POPINIP - PapIAIp Aep ‘LIS NIOA jeaishyd Aq
JuedlusIs ou pamoys Ydaiym ‘dnou8 gLiN 8y Ul (7'zZ = as) £'9€ 03 paledwod ‘asn 8nup 11 Kep J4ad 8wog J2d 8w/9]  MBN Ul U pawIU0d .
dnoJd XIN/dNg 3u3 Ul (6°0 = S) 8'LL Sem syyuow g Je SyA e Aq paunsesw ‘Buiuonduny ‘eIsag|eue -0EsIv|gR}  -Z/8SI|ARIXIN  2Jed Arewd (11 A3gins p< 1Syapue 610z e 1
(XTN/dNg Ul ¥ pue LAl Ut 9 ‘01) st939|dwod Suowe Aianss uled ueaw ay| payodal-yas  papodal-yjas Al |es0  /dng [enduigns weneding  9'Le 6lL=U yeqpajied  YI-AIFNSQ  UuewnaN
"(Sp9° = d) @uaJaip uedaiudis ou yum ‘dnoud
QLN 3y} Ul Z 03 paJedwiod asn joyodje payiodad syuedpied 4 dnod8 XIN/dNG Ul
‘(6€0" = d) 3uednyudis punoy sem ydiym ‘dnoud gLiN ay3
ul duou 0 patedwod spioido Jo asn pa.iayas dnoJd XIN/dNg aYp Ul syuedpiyied g
(£8¢ = d)uedijudis 10u sem (5'z9 = @S ‘g'€L 1) dnoi8 QLN pue (6'€9 = s ‘6'LTL) “sypuow
dnoJ8 XIN/dNg Usamiaq auljaseq wodj Sujuonduny jo a8ueyd Jusduad uesw ay| 9 Joy Ajlep sawin 'SpJodal
(£L = d) s2duRIRYIP 'SYUOW 9 -z papIAIp Aep |edIpaw pue
JuedIusis ou Yam ‘wile yaea ul €| ‘|030304d ay3 paia|dwod (%1°gy) siuedidnied 9z '3sn [oyod|e 10} Ajiep sswn Jad (Bwgse SuiBew
"(2S°0 = p S,UdY0)) 9zIs 19949 wnipaw Je uled Ul  pue Snup pauiodal  [epIuUIBYI 0} -7 PapIAIp Aep /€6'771.950p SN ansougelp Aq
uoIINPaJ %S/°ZL B YIM (Z'L = dS ‘€9 = Ueawl) auljaseq ueyl (6°L = 4s 's'S = ueaw) -J|9s ‘8ujuonouny pasedwod  Jad (Bwe0'67 93e.ane) ‘31815 YI0A pawWILUO0d
uted ssa| paviodal syuedpiued syuswiealy Yiog ssoJde pue (gp0° = d) pajeanas sem pavodal-yas syjuow 9  asop a3elane) Swiy/9L  MON Ul JRIUD uiof a8ue
1999 dn-moJ|0} (816" = d) Juediudis Jou sem (§z = as ‘9'88) dno8 QLN pue ('€ ‘uopnuslal  jeersadjeue  Sw(Q9-0zsIDIGRY L/ SWIGRIXIN dJ4ed Aewnd (€'8€) Joauds 0} p<ISyapue €107 eI
= @S ‘¥'£8) dnoJ8 XIN/dNg Usamiag auljaseq woJy uied Jo a8ueyd Juadiad uesw ay | juswiieas] payodal-jas Al |es0  /dng [endugns usneding  £'€5 ¥5=U pajeJuled  YI-AIFNSQ  uuewnaN
‘8ulj@sunoa
|eaipaw Jo Adesayy "(@sop Bupiadey)
|eJoln_YSq Ul syuow omy
Juswasesua 10} 3uou pue
pue jo uonepiul SYIUOW OM] IO}
‘A80]021x03 BULIN L'yauow auo vsn ‘1.l
ansod Jo Jodas 'l0d0304d J0} Z 'yuow ‘syyuowl SIOA MAN 'SpJ0daJ
‘pazAeue -Jj9s Juedpiyed yoes jo auo Joy Aep 9 1o} Kep Jad ul |eydsoy |edIpaW pue
10U 3J9M S3W023IN0 A1epuodas ‘|030304d ay3 pala|dwod wJe Jojesedwod aAlde 3y} Aq pauiwsisp  uonajdwod Jad XIN/dNg  (9sop Apeais) XIN Suiyoeay JUBWISSISSe
ur syuaped ayp Jo auou sy (L6470 = d '5/66°0 = 8£20°0 1D %S6) L9910 4O xxdY © YiM |oyodje o asn ay e J08ws0/z  /dng Jo Bws0/z aJed-iensy ured
(510" = d) 3uednyudis punoy sem yaiym ‘dnosd ,asop Suiiadey, ay3 Ui 9 4O INO dUoU 0} 3nap 3111 40 3D uonualRJ 4O 4SI9|qe} 10 4SI9|gE) e Jo s (Sh) Keudpsip 0L0zZ e
pasedwod [030304d ay) pa3ajdwod dnoid ,asop Apeais, ayi ul syuedpied 9Jono g Jo sAep Jo Jaquiny JusWIeaI | |len8uygns € len3ulgns € usneding 0§ Zl=Uu A-INSQ 19 ||9puo|g
(aSe ueaw)
ETE sisouSeip sisouSelp
s)|nsay S$3W02IN0 13YI0 awonno dojesedwod UOIUIAIIU| Sumes % suedio.ed dOND ano deal
Krewnid AAIDY : : Jo Jl3quinN ‘aoyiny

sopsiaRIRY) Sluedpiied

*S|DLIY [D2IUI[I PAZIWIOPUDJ ‘Pajj043u0d ‘lagpj-uado [pdiSojorowinyd ayj Jo Aipwwns g ajqel

ADICCIONES, 2023 - VOL. 35N. 2

201


https://www.medcalc.org/calc/relative_risk.php

Systematic review on the clinical management of chronic pain and comorbid opioid use disorder

‘|el} [ea1uld> pa3adulodun e Jo JUSLISSaSSe AJeluswow [BD180]09 B WO} pauleIqo dJe SYNSAJ YL yy
"SaW02IN0 Adedyys Aleujwijaid se paJapisuod aSoyl ale sawodIno ay ] "Aljigeidadde pue Ajigisea} aJe 3saJa3ul Jo SNd0} SH ydIym Apnis ojid e SiSIy]

"BD1IBUY JO S21RIS PAIUN VSN L0 pIepuels 35
‘UOIBALISP PIBPURIS (S ‘9[BDS Sulled [ea1aWNU [SYN ‘@UopeyIaW ‘g LA Guswadueyulg AJaA0day PaiusiiQ-SSauUNIPUIA ‘IHOIN AUSWILSI] 3OURUSIUIRW SUOpeLIaW A ‘Sulj@sunod 8nup suopeyisw DA (000Z ‘UONLIDOSSY
JLIBIYIASY UBDLISWY) UOISIASY IX3] UONIPS yiy 'SI9PJOSIQ [eIUSIA JO [enUe [EDASIIRIS pue disoudelq iy 1-Al-INSQ ‘Uled snoJasued-uou d1uoiyd :dIND ‘Adelayy jeloireyaq aamugod 11 g) ‘suoxoleu-aujydiouaidng :XIN/dNg 210N

‘(Kep A1ana
ssau|npuiw
(£10"=d "$00°0 =35 ‘10°0- =g awiL X dnouD) Juesiudis sem yiym Jo saInuiw
‘dnoJ8 [ ININ 2Y3 uey 109k Ja1eald gzz paiiodal dnoud 3YOIN YL G| @dnoeud oy
(€00" =d '¥00°0 =3S ‘¥ 10°0- =4 3wl X dnouD) JuediIusis sem ydiym payse aiom
‘dnoJ8 L ININ @Y uey ssa.41s SS3| %9z pariodas dnou8 34O YL syuedpiyed) "198u0|
(520" =d ‘€000 3}29Mm Yoes 10 syyuowl
=135 '/00°0- =g awiL X dnodo) ueayiusis sem yaiym ‘dnous [ININ aye sinoy z Z 104 (8861
9y3 ueyy ssaujuesea|dun uled ssa| % | pariodas dnoud JYOIN YL annIsod ‘ssans ‘uonuUaAIRUL  "ySn ‘Assusf ‘ZSO|IMY 3
‘(1" < d) 3uedyiudis Jou sem Aysusjul uled  ‘ssaujueseajdun Adesayy dnoi8  maN ulduIpd WEREIBYEIERIS syuowl x
(100> d 500°0 =35 ‘610°0- =g dWIL X dNOJD) JULdIJIUSIS SeM YdIym ured josuoissas  auopeylaw (#'06)  xogAjpoeuD €40y INW 610Z ‘1B
‘dnoJ8 NN Y3 ueyl Suinesd ss3| % paziodas dnou8 34O YL ‘Ayisuaiul ured ‘Buinesy TAIN 8 Ul IO jusnedinQ 0g 0E=U ul 82 dDND ur8uleg  puepen
‘[r6g =d
‘8L0°0 = 0= (N'L) ¢X] 3uediIuBis punoy Jou sem Ydiym ‘dnoud LN 3Y3 "auljaseq wouy
Ul %8°G | pue %<1 sem dnoud 1 gD ay3 ul auljaseq woJy Aisuaiul uied ‘aulaseq (swutod z<)
‘(90" = d) JueduBIs Jou sem Yda1ym (€°€ = ds) 6°€ pue (' = as) wouj Aysuajul ERUESETSENT]]
1’9 sem dnoJ8 1 gD 8yl Ul 32UUIISCE JO SYDIM SAIINIBSUOD UeaW 3y | ured ui (syujod uled ui
'[296° =d ‘2000 7<) uononpaud suondnpaJ ‘syjuow
=0v=(N'1) 2X1 (%1°Zt) DAIN PUe (%6°Zi) LD Usamiaq aul|aseq Woiy uedyjusis jo esyusis 9 4910 (SUN
92UaJ4493ul uled ul punoy sem (syujod 7<) 9duaJaIp Juedyiudis ON  Sled ‘@duaunsqge ‘aullaseq 0} ‘SYPIM Z| BSEEL vsn $3) uled yoeq
‘610" = 40 SyPam paJedwod  10j (SUOISSAS 7| J0J (UOISSaS  ‘INddBUU0D) MO| 9J9A3S
d/t's = (1) ZX pleml DA 03 pasedwod dnoug 1 gD ay3 ul sujjaseq o) 9AIINISUOD EREINe]:] saInuUIW 0z Ap@am sanuiw U 21Ul ujed (1'8€) -031-91EJ3pOW +610Z e
pasedwod Jaydiy Apuedyiudis si syuaned Jusunsge jo uondodoud ayl winwixepy Josa1ey -G JNnoy) DAW Sb-0€ auo) 19D usneding 579 OF=U  pauaal-as ¥I-AIFNSA 38 Aueg
(28e ueaw)
alen sisouSelp sisouSelp
S3INS?Y  SAW023IN0 I3YI0 awoxino  tojeseduiod uonUaAIRIU| Sumes % sjuedioied dJDND ano 1eaf
Kewnad aAndY : * 30 JaquinN ‘aoyny

sansiaIeIRyd swueddiied

*S|DLIY [D21UI]2 PAZIWIOPUDI ‘Pajj043u0d ‘[agpj-uado [p31Sojorpwipyd-uou ay) Jo Aipwwns *€ a|qel

ADICCIONES, 2023 - VOL. 35N. 2

202



Beltran Jiménez-Fernéndez, Cristina Calomarde-Gémez, Ana Lépez-Lazcano, Anna Lligofia, Antoni Gual, Hugo Lépez-Pelayo

Figure 2. Flow diagram of the literature search, inclusion process and reasons for exclusion after full-text assessment.

Results
Nine studies were finally included in the qualitative
synthesis. Five studies were RCTs and four were

observational studies. The results of the studies have
been organized according to whether the treatments are
pharmacological or psychological. After full-text extraction,
significant methodological differences among studies were
noted, inhibiting the possibility of pooling the results of the
outcomes to perform a quantitative analysis.

Pharmacological treatments
Methadone was studied in 1 observational study and 2
RCTs. The observational study reported that pain relief
was “good” in 75% of participants and “moderate”
in 25% (Rhodin, Grénbladh, Nilsson & Gordh, 2006).
The 2 RCTs comparing effectiveness of methadone
with buprenorphine/naloxone did not show significant
differences in terms of analgesia and relapse (Neumann,
Blondell, Hoopsick & Homish, 2019; Neumann et al.,
2013).

Buprenorphine/naloxone was studied in 3 observational
studies and 3 RCTs. 1 observational study reported a

significant analgesic effect compared to baseline and a rate
of abstinence for 6 months and retention on treatment of
65% (Pade, Cardon, Hoffman & Geppert, 2012) whereas
1 observational study reported a 74% of retention on
treatment at 6 months (Streltzer, Davidson & Goebert,
2015). 1 observational study found a positive correlation
during treatment with buprenorphine between a higher
volatility of pain or a poorer improvement of it and opioid
relapse (Worley, Heinzerling, Shoptaw & Ling, 2017).
1 RCT compared tapering doses with steady doses of
buprenorphine/naloxone, reporting a relative risk of 0.17
(calculated for this systematic review) of not completing
the treatment when doses were steady instead of tapered
(Blondell et al., 2010). As previously noted, 2 RCT
compared methadone with buprenorphine/naloxone.
None of them could demonstrate significant differences
between these treatments with regard to analgesia and rate
of relapse (Neumann et al., 2013, 2019).

1 of the 2 RCTs that compared methadone with
buprenorphine/naloxone, pointed out that, even though
there were no significant differences, across both treatments
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Figure 3. Rob2 risk of bias panel for included randomized clinical trials (intention-to-treat analysis).
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Figure 4. Rob2 risk of bias panel for included randomized clinical trials (per-protocol analysis).

there was a reduction of pain from baseline of 12.75%
(Cohen’s d 0.52) (Neumann et al., 2013).

Further details of the included studies are summarized
in Table 1 for the observational studies and in Table 2 for
the RCTs.

Psychological treatments

CBT was studied in 1 RCT (a pilot study, which its main
outcomes were acceptability and feasibility, not efficacy). It
reported a significant higher proportion of abstinence in
patients undergoing CBT (Wald x?* (1) = 5.47, p = .019).
Number of maximum consecutive weeks of abstinence
from nonmedical opioid use was higher for patients
assigned to CBT than for patients assigned to control group

(mean 6.1 [SD 4.2] and 3.9 [SD 3.3]), respectively, Cohen’s
d 0.58, calculated for this systematic review). On the other
hand, no significant differences were found in terms of
analgesia (Barry et al., 2019).

Mindfulness was studied in 1 ecological momentary
assessment of an RCT (not yet completed). It reported a
significant reduction of craving and stress and a significant
increase of the positive affect (Group X Time B=-0.019, SE
= 0.005, p <.001). Nevertheless, no significant differences
were found related to analgesia (Garland, Hanley, Kline &
Cooperman, 2019).

Further details of these studies are summarized in
Table 3.
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Figure 5. Rob2 risk of bias panel for included randomized clinical trials (intention-to-treat analysis).
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Figure 6. Rob2 risk of bias panel for included randomized clinical trials (per-protocol analysis).

Methodological quality assessment

Using the Rob 2 Cochrane tool (Sterne et al., 2019), 5
clinical trials were analyzed for their risk of bias (Figures
3-6).

3 pharmacological RCTs were assessed: 1 comparing
steady doses of buprenorphine with tapering doses and
2 comparing buprenorphine’s efficacy with methadone’s.
Buprenorphine was proven to be better when administered
in steady doses but could not demonstrate superiority
compared to methadone. However, all three studies showed
an overall high risk of bias, mainly, due to substantial
deviations from the protocol.

2 psychological RC'Ts were assessed: 1 study compared
CBT and methadone counseling and 1 study compared
mindfulness and methadone maintenance treatment.
Both therapies reported significant higher abstinence rates
and/or emotional improvement (craving, anxiety, stress)
but did not demonstrate substantial differences in terms
of analgesia. When assessed, only the CBT study had an
overall low risk of bias, whereas the mindfulness study
came up with a high risk of bias, showing a notable bias in
the selection of the reported result. Despite the low risk of
bias of the CBT trial, it should be borne in mind that it is
a pilot study.
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Discussion

After full-extraction and analysis of the studies, none of the
proposed therapies (methadone, buprenorphine-naloxone,
CBT and mindfulness) have demonstrated strong evidence
for treating comorbid OUD and CNPC, in at least 2 RC'T
with low risk of bias including a control group (placebo,
active comparator or treatment as usual).

Methadone and buprenorphine are useful in treating
comorbid OUD and CNCP. However, this evidence is
based on observational studies and three low quality RC'Ts.
Methadone could not be assessed in the RCTs, as it was used
as active comparator. On buprenorphine, maintenance
strategy seems more useful than a decreasing-doses
strategy towards discontinuation (Blondell et al., 2010),
as pain aroused and increased the demand of painkillers.
Buprenorphine could not demonstrate being more effective
than methadone in two superiority RTCs (Neumann et
al., 2013, 2019) neither for pain nor abstinence. However,
when the groups were analyzed across both treatments, a
significant improvement was found compared to baseline.
With this insufficient evidence and the limitations of
studies, no statement about efficacy or evaluation can be
made about which treatment is preferred. It is clear that
opioid substitution therapy is necessary for these patients
but the assessment of efficacy should be studied in a
double blind randomized basis with larger population;
with a randomization that took into account the baseline
pain intensity and prior use of opioids; primary outcomes
defined as the change from baseline in opioid use (if relapse
is the primary outcome) measured only by one method or
change from baseline in pain intensity (if analgesia is the
primary outcome) using standardized tools for measuring
chronic pain (e.g., Brief Pain Inventory [Cleeland, 2009]).

Regarding its pharmacodynamics, buprenorphine-
naloxone would be a better option for its safety profile
but for uncontrolled/severe pain with buprenorphine-
naloxone, methadone should be considered in highly
motivated patients (Neumann et al., 2019).

Regarding psychological interventions, two different
interventions were studied with RCT design: CBT and
mindfulness. Both studies claim to be the first of their type
in these patients. In fact, one is a pilot study and the other
is an ecological momentary assessment of an unfinished
clinical trial. Results are positive towards managing
negative emotions related to OUD and CNCP. However,
none demonstrate greater improvement of pain than
standard treatment (Barry et al., 2019; Garland et al.,
2019). In addition, as pilot studies, the primary outcomes
are feasibility and acceptance rather than actual OUD
and CGNCP outcomes, which reduces their reliability and
precludes assessing the real efficacy. Moreover, only one
study assessing the efficacy of CBT was considered to have
a low risk of bias. Future studies should contemplate the
same recommendations stated for the pharmacological

studies except for the double-blind basis, in which it is
not applicable. Additionally, the main outcomes should
be related with efficacy, as feasibility and acceptance have
already been demonstrated.

Only one (Eilender, Ketchen,
Maremmani, Saenger & Fareed, 2016) and one systematic

literature  review
review (Morasco et al., 2011) have been found on this
topic. The systematic review tried to assess the efficacy of
treatment for OUD and CNCP (among other questions
regarding OUD and CNCP like epidemiological features
or risk factors involved), reporting an average-low quality
of evidence. However, when articles within the revision
where analyzed, most of them did not accomplish having
all the patients previously diagnosed with OUD and CNCP.
Our current revision includes 8 articles that did not appear
in the 2011 referred systematic review. This might be the
first systematic review to include only studies in which their
participants are already diagnosed with OUD and CNCP
with a therapeutic intervention performed to treat both
conditions.

We found a lack of terminology consensus. Terms like
“addiction”, “misuse”, “abuse” or “dependence” are often
used as synonyms. In part because criteria over opioid
use disorder has changed from DSM-IV to DSM-V, text
used as reference in psychiatry,. DSM-IV used the terms
“dependence” and “abuse” distinctly whereas DSM-V
includes both under “opioid-related disorders”. A series
of questionnaires designed to identify opioid use disorders
during long opioid treatment may be helpful to complement
the diagnosis like the Current Opioid Misuse Measure, the
Prescription Drug Use Questionnaire, the Pain Medication
Questionnaire or the Prescription Opioid Misuse Index
(Knisely, Wunsch, Cropsey & Campbell, 2008). The
heterogeneity of these diagnostic tools does not facilitate
obtaining strong conclusions. Moreover, other variables like
quality of life or pain evolution should be considered.
to go
diagnosing OUD in CNCP patients instead of treating

Research  seems towards preventing and
them once OUD occurs. Tapering appears to be a valid
option when OUD has not yet set up (Sullivan et al., 2017).
Abuse deterrent formulations are an interesting preventive
measure. They are designed so misusing opioids (snorting,
injecting, crushing) would have no effect (Volkow & Thomas
McLellan, 2016). Also, naltrexone, an opioid antagonist
approved for treating opioid and/or alcohol use disorder,
has recently demonstrated anti-inflammatory effects at low
doses that would be useful in this population (Heinzerling,
2019). Nevertheless, none of these options have been
approved for comorbid OUD and CNCP. Moreover,
physicians, worried about this problem, are starting to
get trained to be able to detect and evaluate patients with
CNCP and problematic use of opioids (Butner et al., 2018).

This review has some limitations. Firstly, the strict
criteria regarding the population (patients with both OUD
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and CNCP) has caused a selection of very heterogenous
studies with different proposed therapies and designs,
making difficult to offer a strong assessment on the efficacy
of every treatment. In addition, investigators are aware
that only 9 studies included in the review do not offer
strong conclusions on treating these patients because only
articles that reported that all the participants had both
OUD and CNPC and had an intervention applied for
treating both conditions were admitted. For this reason,
articles that studied CNCP and comorbid substance use
disorder (but not specifically OUD), articles that focused
on addiction to prescription opioids (but without a CNCP
diagnose established) and articles including population
on opioid treatment and at risk of misuse but without an
actual OUD diagnosis, have been excluded. Secondly,
due to this heterogeneity of the studies, it has not been
possible to conduct a quantitative analysis. Thirdly,
since the search process and selection were carried out
from January 2020 to March 2020 and the articles were
eligible until December 2019, no articles of 2020 and
2021 were included. For this same reason, latest PRISMA
guidelines were not used, as they were yet not published
during the making of this review. Fourthly, although the
research and writing process was done by six investigators,
only one investigator performed the initial selection of
the articles. Despite being supervised the entire time, no
inter-judge reliability or kappa factor could be assessed for
this reason. However, in case of doubt, two investigators
were consulted during the selection process. Fifthly, no
truncation nor codification book were used to perform the
search. Although it could have been useful, the PRISMA
guideline that we followed did not require it.

Due to the lack of strong evidence, it is unclear whether
the opioid agonist treatment should be maintained or
tapered and which drug should be prescribed for the opioid
therapy
naloxone). However, buprenorphine might be preferred

substitution (methadone or buprenorphine/
for its safer profile. Mindfulness and cognitive behavioral
therapy have shown a discrete effect on improving negative
affect but not pain. Further research about treatment in
these patients is urgently needed due to the synergic impact
of these entities on morbimortality and their prevalence.
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