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ABSTRACT

Abuse of buprenorphine has increased in Europe, North America and Asia. However, long-
term studies on persons abusing buprenorphine and their clinical characteristics are
lacking. Buprenorphine is used for the treatment of opioid dependence. Providing
unobserved opioid substitution treatment (OST) can offer advantages in terms of client
access  as  well  as  social  and occupational  rehabilitation but  involves  the  risk  of  diversion.
This thesis examined the characteristics of persons who sought treatment for
buprenorphine abuse. In addition, the thesis explored possibilities for improved
unobserved dosing in OST with electronic medicine dispensers (EMDs) and the provision
of OST from Finnish community pharmacies.

The thesis utilized a range of data collection methods. Epidemiological analyses were
conducted using data collected at the Helsinki Deaconess Institute (HDI) between January
31, 1997 and August 31, 2008 (studies I and II). Structured clinical interviews were
conducted with all clients seeking treatment (n=4,817). OST clients treated with
buprenorphine-naloxone (BNX) in  Kuopio received their  take-home BNX in  EMDs over  a
four month period in 2010-2011 (study III). Questionnaires and drug screen data from the
Kuopio University  Hospital  were  used to  investigate  the  impact  of  EMDs on diversion of
BNX. A cross-sectional postal survey was conducted of all community pharmacies
providing OST in Finland in August 2011 (study IV).

The  proportion  of  clients  seeking  treatment  for  buprenorphine  abuse  at  the  HDI
increased from 0% to 38% between 1997 and 2008. Most clients injected buprenorphine
(81%) and used buprenorphine on a daily basis (74%). Despite more intense abuse patterns,
buprenorphine clients had similar social, health and treatment-related characteristics to
amphetamine clients. EMDs improved the safe storage of take-home BNX but their ability
to prevent diversion was not demonstrated. About 10% of all BNX-treated clients in
Finland collected their medicines from community pharmacies. Finnish community
pharmacies  had  generally  positive  experiences  dispensing  BNX  and  only  26%  of
pharmacies had experienced problems, mainly in relation to timing or non-collection of
doses.

In conclusion, this study highlighted the increasing abuse of buprenorphine in Finland.
Buprenorphine clients had risky abuse patterns as evidenced by the high prevalence of
injecting and daily abuse. Different methods to provide unobserved BNX dosing can
produce variable outcomes and, therefore, their utility should be further examined.

National Library of Medicine Classification: QV 92, WB 330, WM 270, WM 284
Medical Subject Headings: Buprenorphine; Naloxone; Opiate Substitution Treatment; Substance-Related
Disorders; Epidemiology; Prescription Drug Misuse; Community Pharmacy Services; Pharmacies; Finland
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TIIVISTELMÄ

Buprenorfiinin väärinkäyttö on lisääntynyt Euroopassa, Pohjois-Amerikassa ja Aasiassa.
Tästä huolimatta buprenorfiinin väärinkäyttöä ja käyttäjien kliinisiä ominaisuuksia on
selvitetty puutteellisesti. Buprenorfiinia käytetään opioidiriippuvuuden hoidossa.
Opioidikorvaushoitolääkkeiden valvomattomaan ottoon liittyy huomattavia etuja, kuten
hoidon saatavuuden paraneminen ja potilaiden sosiaalisen sekä ammatillisen
kuntoutumisen edistyminen. Riski lääkkeiden välitykseen katukauppaan on kuitenkin
olemassa. Tämän väitöskirjatyön tavoitteena oli selvittää buprenorfiinin väärinkäytön takia
hoitoon hakeutuneiden henkilöiden ominaisuuksia. Lisäksi tutkimuksessa selvitettiin
mahdollisuuksia kehittää valvomatonta lääkkeenottoa elektronisten lääkehoidon-
seurantalaitteiden avulla sekä korvaushoidon toteuttamista suomalaisissa avoapteekeissa.

Osatutkimuksissa I ja II käytettiin Helsingin Diakonissalaitoksella 31.1.1997–31.8.2008
välillä kerättyä tietokantaa, joka sisältää kliinisten haastattelujen avulla kerättyä tietoa kai-
kista hoitoa hakeneista henkilöistä (n=4817). Osatutkimuksessa III buprenorfiini-naloksoni
–yhdistelmävalmistetta käyttäneet kuopiolaiset korvaushoitopotilaat saivat korvaushoito-
lääkkeensä kotiannokset seurantalaitteissa 4 kuukauden ajan. Laitteiden vaikutusta yhdis-
telmävalmisteen välitykseen tutkittiin kyselyiden avulla sekä tarkastelemalla Kuopion
yliopistollisessa sairaalassa otettuja huumeseulatuloksia. Osatutkimuksessa IV yhdistelmä-
valmistetta tilanneille suomalaisille avoapteekeille tehtiin kyselytutkimus elokuussa 2011.

Buprenorfiinin väärinkäytön takia hoitoon hakeutuneiden asiakkaiden osuus kasvoi 0
%:sta 38 %:iin vuosien 1997 ja 2008 välillä. Asiakkaat käyttivät buprenorfiinia pääasiassa
pistämällä (81 %) ja päivittäin (74 %). Vaikka buprenorfiinin käyttäjien väärinkäyttötavat
olivat intensiivisempiä amfetamiinin käyttäjiin verrattuna, sosiaalisten sekä terveyteen ja
hoitoon liittyvien ominaisuuksien välillä ei ollut eroja. Seurantalaitteet paransivat
yhdistelmävalmisteen kotiannostelun turvallisuutta, mutta niiden tehosta estää lääkkeen
välittämistä katukauppaan ei saatu näyttöä. Noin 10 % yhdistelmävalmistetta käyttävistä
suomalaisista korvaushoitopotilaista haki lääkkeensä apteekeista. Yhdistelmävalmisteen
toimittaminen avoapteekeissa oli sujunut hyvin, ja vain 26 % apteekeista oli kokenut
ongelmia, yleisimmin lääkkeenhaun ajoitukseen tai hakematta jääneisiin annoksiin liittyen.

Tämä tutkimus osoitti buprenorfiinin väärinkäytön yleistyneen Suomessa. Pistäminen ja
päivittäinen käyttö olivat yleisiä buprenorfiinin käyttäjillä. Valvomatonta korvaus-
hoitolääkkeiden ottoa kehittävien menetelmien vaikutukset ovat olleet vaihtelevia, joten
niiden käyttöön liittyviä tekijöitä tulisi tutkia.

Luokitus: QV 92, WB 330, WM 270, WM 284
Yleinen Suomalainen asiasanasto: buprenorfiini; naloksoni; opioidit; opiaatit; päihteet; korvaushoito;
väärinkäyttö; katukauppa; epidemiologia; apteekit; Suomi
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1 Introduction

Opioid abuse is a major public health problem worldwide (Degenhardt & Hall 2012). Abuse
refers to harmful psychoactive substance use causing damage to health (World Health
Organization 2012). The abuse of prescription opioids (PO) has been increasing in Europe,
North America and Asia (Degenhardt et al. 2008, Holmes 2012, Fischer et al. 2013b).
Buprenorphine is a semi-synthetic partial agonist at mu (µ) opioid receptors and it
produces opioid agonist-like effects (Martin et al. 1976, Cowan et al. 1977, Walsh et al.
1994). Early studies indicated that buprenorphine had low abuse potential (Martin et al.
1976, Cowan et al. 1977, Jasinski et al. 1978, Lewis 1985). However, buprenorphine abuse
has been reported since the 1980s (O'Connor et al. 1988), and more recently in Europe
(Casati et al. 2012), the United States of America (USA) (Johanson et al. 2012), Australia
(Aitken et al. 2008), and South Asia (Larance et al. 2011a). National reports have indicated
that buprenorphine abuse is especially common in Finland (Forsell et al. 2010, Varjonen et
al. 2012). A combination product containing buprenorphine and the opioid antagonist
naloxone was developed in order to deter the intravenous (IV) abuse of buprenorphine
(Mendelson & Jones 2003). However, the addition of naloxone has not been sufficient to
prevent buprenorphine abuse e.g., (Bruce et al. 2009, Duke et al. 2010). Most studies
examining the characteristics of buprenorphine users have been cross-sectional, had small
sample  sizes  or  had  short  follow-up  periods.  In  addition,  the  clinical  characteristics  of
buprenorphine users are not well-established. Characteristics such as older age, mental
health  disorders,  using  opioids  only  by  swallowing  or  sublingually,  and  no  prior  opioid
dependence treatment contacts may be associated with successful treatment outcomes
(Dreifuss et al. 2013).

Buprenorphine is marketed internationally as an opioid analgesic and for the treatment
of opioid dependence. Several studies have shown that buprenorphine is effective and safe
when used in opioid substitution treatment (OST) e.g., (Johnson et al. 1995b, Fudala et al.
2003, Mattick et al. 2008). Buprenorphine has enabled the provision of OST in primary
health care and office-based settings (Fiellin et al. 2008, Gunderson & Fiellin 2008). This can
increase the flexibility of OST in terms of client access and autonomy, especially if
unobserved dosing is allowed. Unobserved dosing refers to the daily administration of OST
medicines without direct supervision of treatment staff (Bell 2010). It can offer substantial
benefits, such as increased accessibility to OST, positive effect on social and occupational
rehabilitation and less stigma to OST patients (Bell et al. 2004, Anstice et al. 2009,
Gunderson et al. 2010). Community pharmacies can provide convenient and flexible dosing
sites for OST patients (Chaar et al. 2011). In many countries community pharmacies have a
major role in OST provision (Berbatis et al. 2005). According to Finnish legislation,
buprenorphine-naloxone combination product (BNX) may be dispensed by community
pharmacies since February 2008 (Ministry of Social Affairs and Health 2008). However, no
studies have examined the provision of OST in Finnish pharmacies. OST, especially
unobserved dosing, involves the risk of diversion (Bell 2010). Diversion refers to the supply
of  pharmaceuticals  to  the  illicit  drug market  or  to  persons  whom they were  not  intended
(Larance et al. 2011c). About 30% of OST patients reported having diverted their medicines
within the previous 6 months (Larance et al. 2011b). Various methods have been used and
suggested as ways to prevent or reduce diversion, such as training for health care
professionals, abuse-deterrent formulations, urine drug screens and regulatory controls
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(Fudala & Johnson 2006). The possibilities offered by technical devices have not been
examined thoroughly.

The purpose of this thesis was to examine both the abuse and therapeutic use of
buprenorphine. This thesis examined the characteristics of persons who sought treatment
for  buprenorphine  abuse.  In  addition,  the  thesis  explored  possibilities  for  improved
unobserved OST dosing with electronic medicine dispensers (EMDs) and the provision of
OST from Finnish community pharmacies.
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2 Review of Literature

The focus of this literature review was buprenorphine abuse and diversion. The literature
searches were performed using PubMed, MEDLINE and Google Scholar. The searches were
performed using a combination of Medical Subject Headings (MeSH) and key words. These
included ‘buprenorphine’, ‘buprenorphine-naloxone’, ‘abuse’, ‘misuse’, ’substance-related
disorders’, ‘opioid’, ‘dependence’, ‘addiction’, ‘diversion’, ‘prescription opioid’, ‘treatment’,
‘opioid substitution treatment’, ‘efficacy’, ‘supervision’, and ‘community pharmacy’.
Reference lists of included articles were searched for articles not identified in the database
search. Publications in languages other than English or Finnish were excluded. The review
focused on human studies. Preclinical studies were excluded with the exception of early
animal studies examining the basic pharmacology of buprenorphine. The relevant
publications were included in the respective chapters concerning buprenorphine in general
(see 2.1) and the use of buprenorphine in OST (see 2.3.2; 2.3.3). Studies concentrating solely
on the cost-effectiveness of OST were excluded. Studies examining the epidemiology of
buprenorphine abuse in Chapter 2.2.3.1 have been presented in chronological order.

2.1 BUPRENORPHINE

2.1.1 Pharmacology
Buprenorphine was developed in 1966 at the research laboratory of Reckitt & Coleman in
England (Campbell & Lovell 2012). Buprenorphine is a semi-synthetic opiate derivative
made from thebaine which is a natural alkaloid in opium (Davids & Gastpar 2004).
Buprenorphine is a partial mu (µ) opioid receptor agonist with lower intrinsic activity
compared to full agonists (Martin et al. 1976, Cowan et al. 1977, Lewis 1985). Therefore, it
does not activate receptors as completely as a full agonist (Martin et al. 1976).
Buprenorphine produces an action with rapid onset and long duration (Cowan et al. 1977,
Walsh et al. 1994). Depending on the route of administration, the onset of buprenorphine
effects occurred in 6-90 minutes and effects persisted up to 72 hours (Umbricht et al. 2004).
Buprenorphine shows high affinity for and slow dissociation from receptors which explain
the long duration of action and difficulty to displace it from receptors (Lewis 1985, Walsh &
Eissenberg 2003). Buprenorphine has a bell-shaped dose response curve which means that
as the dose increases the effect increases to a maximum and then starts to decrease, despite
the dose still increasing (Johnson et al. 2003).

Buprenorphine’s desired effects are thought to be mediated mainly by its mu receptor
agonism (Takemori et al. 1986, Tzschentke 2002, Walsh & Eissenberg 2003, Johnson et al.
2003). It has a high affinity for kappa ( ) opioid receptors with antagonist effects (Su 1985,
Leander 1987, Leander 1988). At delta ( ) opioid receptors, buprenorphine acts as an
antagonist with high affinity and low efficacy (Negus et al. 2002) and it may block epsilon

) opioid receptors at small doses (Mizoguchi et al. 2003). Buprenorphine also activates
opioid receptor-like (ORL-1) receptors which are considered as the fourth group of opioid
receptor family (Lutfy & Cowan 2004). It has been speculated that the bell-shaped dose
response curve may stem from buprenorphine’s differing effects at mu and kappa receptors
(Johnson et al. 2003). Cowan and colleagues (1977) suggested that mu effects are
predominant at low doses whereas kappa effects offset them at higher doses.
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There is a ceiling on buprenorphine’s effects at high doses (Martin et al. 1976, Walsh et
al. 1994). Walsh and colleagues (1994) examined the effects of sublingual buprenorphine in
non-dependent opioid users (n=4). For all measures (physiologic, subjective and
behavioural), there was a ceiling dose and larger doses did not produce greater effects. For
most euphoria-sensitive measures, the ceiling dose was between 8 and 16 mg and the 32 mg
dose produced lower scores usually. However, the presence of ceiling effect depends on the
intensity of stimulus and the endpoint chosen, e.g., it applies to respiratory depression but
not to analgesia (Pergolizzi et al. 2010). Pergolizzi and colleagues speculated that use of the
term ‘partial agonist’ is only appropriate when describing buprenorphine’s functions which
are dependent upon the conditions under which the drug is used, and it is not
buprenorphine’s characteristic per se. Mechanisms behind the ceiling effect are not totally
clear. Harris and colleagues reported that less than dose-proportional increase in
concentrations may contribute to the ceiling effect, indicating pharmacokinetic mechanisms
behind it (Harris et al. 2004). However, another study claimed that pharmacokinetic
adaptations do not explain the ceiling – at least at the dose range 2-16 mg intravenously
(IV) – and suggested that pharmacodynamic adaptations are more likely to explain this
phenomenon (Huestis et al. 2013). It has been speculated that buprenorphine’s effects on
ORL-1 receptors may contribute to buprenorphine’s ceiling effect as well as its bell-shaped
dose response curve (Lutfy & Cowan 2004).

The bioavailability of oral buprenorphine is very low due to extensive first-pass
metabolism in the gastrointestinal tract and liver (Chiang & Hawks 2003, Elkader & Sproule
2005). The bioavailability of sublingual buprenorphine has been estimated to be between
28-51% (Kuhlman et al. 1996, Mendelson et al. 1997b, Harris et al. 2000). In non-dependent
opioid users, a decrease in bioavailability was seen with increasing sublingual
buprenorphine doses (Harris et al. 2004). Elkader and Sproule (2005) reviewed clinical
pharmacokinetics studies examining buprenorphine and summarized that maximum
plasma concentration was reached in approximately one hour after sublingual
administration (range 0.7-3.5 h). The rapid sublingual absorption is followed by an
accumulation in various organs and a delayed systemic absorption. Buprenorphine is
highly lipophilic with a large volume of distribution and an ability to cross the blood-brain
barrier. Buprenorphine is extensively metabolized by N-dealkylation to norbuprenorphine,
which is the primary metabolite, and conjugated with glucuronic acid (Cone et al. 1984).
CYP3A4 is the major cytochrome P450 enzyme mediating this reaction (Iribarne et al. 1997,
Kobayashi et al. 1998). Norbuprenorphine is an active metabolite although its effects are
weaker than those of buprenorphine (Cone et al. 1984, Elkader & Sproule 2005).
Buprenorphine undergoes enterohepatic circulation which may prolong its effects (Cone et
al. 1984). Buprenorphine has a long elimination half-life, but significant variation in values
exists (Elkader & Sproule 2005). In the studies reviewed by Elkader and Sproule, the mean
elimination half-life ranged between 2 and 44 hours. Differences may be related to assay
sensitivities as well as different routes of administration (IV, intramuscular IM, sublingual).
Kuhlman and colleagues (1996) reported that elimination half-life is longer for the
sublingual route compared to IV administration. Buprenorphine is mainly eliminated in
faeces while the excretion in urine plays only minor role (Cone et al. 1984).

2.1.2 Effects in humans
Buprenorphine produces opioid agonist-like effects in humans (Jasinski et al. 1978,
Mendelson & Mello 1992, Pickworth et al. 1993). It causes decreased respiratory rate,
miosis, increased heart rate, varying changes in systolic and diastolic blood pressure,
analgesia, sedation, and nausea in some individuals. Some studies have reported that study
participants experienced euphoria after IV administration (Pickworth et al. 1993), while
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others have reported only ‘general feeling of contentment’ and not getting ‘high’ after
subcutaneous administration (Mendelson & Mello 1992). Buprenorphine may cause
constipation, a common side-effect of opioid use (Lange et al. 1990). Constipation has been
reported by 1-5% of patients receiving buprenorphine for the treatment of pain (Kress 2009)
and by 33-47% of buprenorphine-treated OST patients (Ray et al. 2004, Magnelli et al. 2010).
Tolerance develops to the sedative and analgesic effects of buprenorphine (Martin et al.
1976, Cowan et al. 1977). Tolerance means “a decrease in response to a drug dose that
occurs with continued use” (World Health Organization 2012). Both physiological as well
as psychosocial factors may contribute to the development of tolerance. Cessation of
regular buprenorphine consumption leads to a mild-to-moderate opioid-type withdrawal
syndrome which usually starts slowly and peaks at about 5 days after the last
buprenorphine dose (Fudala et al. 1990, San et al. 1992).

Buprenorphine’s effects depend on the person to whom it is administered and his/her
recent history of opioid use and the level of tolerance and possible dependence (Walsh &
Eissenberg 2003). Zacny and colleagues examined subjective, psychomotor and
physiological effects of IV buprenorphine in healthy volunteers (n=16) (Zacny et al. 1997).
Buprenorphine induced miosis, decreased respiratory rate, impaired psychomotor
performance  and  increased  the  ratings  of  ‘nodding’,  ‘skin  itchiness’,  ‘turning  of  the
stomach’, ‘dizziness’, ‘nauseousness’ and ‘sleepiness’. Buprenorphine did not increase
‘drug liking’ ratings. Morphine produced less severe subjective and psychomotor-
impairing effects than buprenorphine. Saarialho-Kere and colleagues reported similarly
that buprenorphine (sublingual administration) depressed respiration, impaired different
measures of performance and produced drowsiness and mentally slow/muzzy feelings in
healthy volunteering study participants (n=12) (Saarialho-Kere et al. 1987). In opioid
experienced study participants not dependent on opioids, buprenorphine produced similar
physiological effects (pupil constriction, depressed respiration, changes in blood pressure)
but also typical opioid agonist effects, such as positive mood and increased ‘drug liking’
ratings, however, these effects were not dose-related (Jasinski et al. 1978, Weinhold et al.
1992, Pickworth et al. 1993, Walsh et al. 1994, Walsh et al. 1995b, Umbricht et al. 2004).
Umbricht and colleagues (2004) compared the effects of sublingual and IV buprenorphine
and found out that effects were generally similar but after IV administration the onset and
peak effects occurred earlier and the duration of effects was shorter. Drug users may prefer
IV administration, due to rapid onset of effects. On the other hand, adverse effects, such as
nausea and vomiting, may decrease the abuse potential by injecting.

Buprenorphine effects in opioid-dependent persons depend on the level of dependence,
opioid used, dose and time since last opioid dose (Walsh & Eissenberg 2003). In untreated
heroin-dependent opioid users (n=8), IV buprenorphine produced non-significant
physiological effects and increased opioid agonist measures (e.g., ‘drug liking’) (Mendelson
et al. 1996). Strain and colleagues reported similar results with regard to physiological
effects (Strain et al. 1992). They examined the effects of IM buprenorphine on opioid-
dependent methadone maintained study participants (n=6). Buprenorphine produced
minimal physiological effects and neither agonist nor antagonist-like effects. Strain and
colleagues  conducted a  further  study with a  similar  study design but  shorter  time period
between methadone and buprenorphine doses (2 hours vs. 20 hours) (Strain et al. 1995).
They reported that buprenorphine produced non-dose-related antagonist-like effects.
Walsh and colleagues demonstrated that sublingual buprenorphine precipitated opioid
withdrawal symptoms 40 hours after methadone dosing (30mg or 60 mg/day) in
methadone-maintained opioid-dependent study participants (especially in those
maintained on higher dose) (Walsh et al. 1995a). Therefore, it has been hypothesized that
buprenorphine-precipitated withdrawal follows a U-shaped time-action curve (Walsh &
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Eissenberg 2003). However, in addition the opioid used before buprenorphine
administration and its dose seem to affect the withdrawal symptoms caused by
buprenorphine. Schuh and colleagues demonstrated that IM buprenorphine produced
opioid agonist-like effects in morphine-maintained (15 and 30 mg/day) opioid-dependent
study  participants  (n=6)  but  these  effects  were  diminished  as  morphine-doses  were
increased up to 120 mg per day (Schuh et al. 1996). Authors speculated that this was
probably due to the development of cross-tolerance to acute opioid effects. However,
withdrawal syndrome was not precipitated by buprenorphine which may have been
explained  by  a  relatively  low  level  of  dependence  of  the  study  participants.   Fudala  and
colleagues reported contrasting results from their study in which opioid-dependent
morphine-maintained (15 mg/day) study participants (n=10) were given IV buprenorphine
without any statistically significant effects (Fudala et al. 1998).

2.1.3 Use as an opioid analgesic
Initially, buprenorphine was developed as an analgesic (Campbell & Lovell 2012). Its
analgesic properties were demonstrated in the first studies examining its effects (Cowan et
al. 1977, Jasinski et al. 1978). Animal studies indicated that it is 25-40 times more potent as
an analgesic than morphine (Cowan et al. 1977). Buprenorphine’s analgesic effects come
from its agonist effects at mu opioid receptors (Johnson et al. 2005). Buprenorphine shows a
relatively  slow  onset  and  offset  of  the  antinociceptive  action  which  are  more  likely  to  be
caused by biophase distribution than slow receptor association-dissociation kinetics
(Yassen et al. 2006). Nevertheless, buprenorphine has been used successfully in the
management of acute pain (Johnson et al. 2005). According to the World Health
Organization (WHO) three-step ladder for the treatment of cancer pain in adults,
buprenorphine  is  included  in  to  step  III  opioids  which  are  regarded  as  strong  opioids
(Wolff et al. 2012, World Health Organization 2013). Buprenorphine is used for the
treatment of moderate to severe pain (Johnson et al. 2005). An International Expert Panel
has  recommended  that  buprenorphine  should  be  the  first-line  opioid  analgesic  in  elderly
people, if they have impaired hepatic and renal function because these impairments have
no effect on buprenorphine’s half-life (Pergolizzi et al. 2008). There are different
buprenorphine formulations including products administered by parenteral, transdermal
and sublingual routes (Johnson et al. 2005). Typical sublingual dose ranges between 0.2-0.4
mg and parental dose between 0.3-0.6 mg every six hours. The 72-hour buprenorphine
patch, which is the most commonly used transdermal buprenorphine formulation, releases
buprenorphine 35, 52.2 or 70 µg/hour.

Several studies have proven buprenorphine’s efficacy in the treatment of acute pain
(Downing et al. 1977, Harcus et al. 1980, Tigerstedt & Tammisto 1980, Gundersen et al.
1986, Carl et al. 1987). A more recent study compared the analgesic effects of sublingual
buprenorphine  (0.4  mg)  and  IV  morphine  (5  mg)  for  acute  pain  management  in  a
randomized controlled trial (Jalili et al. 2012). Pain scores and the frequency of adverse
effects  were  similar  in  both  groups.  Sublingual  buprenorphine  was  easier  and  quicker  to
administer compared to morphine. The slow onset of analgesia (approximately one hour
after a sublingual administration) should be taken into account when using buprenorphine
for acute pain (Hoskin & Hanks 1991). However, Carl and colleagues (1987) reported that
the sublingual absorption of buprenorphine was rapid and there were no differences in
pain intensity between patients receiving IM or sublingual buprenorphine.

The long duration of action and the possibility to use non-parental routes of
administration make buprenorphine a good treatment option for chronic pain (Hoskin &
Hanks 1991). In one of the first studies examining buprenorphine’s effects in the treatment
of chronic pain, sublingual buprenorphine was given to 141 patients with moderate cancer
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pain (Robbie 1979). Of these patients, 94 discontinued treatment after less than 1 week. The
most commonly reported reason was side-effects such as drowsiness. The remaining 47
patients used buprenorphine on average for 12 weeks with good analgesic results. Zenz
and colleagues administered epidural buprenorphine or morphine to 139 patients with
severe cancer pain and reported that 87% of patients had remarkable pain relief (Zenz et al.
1985). Sublingual buprenorphine was administered to 51 elderly patients with chronic
moderate pain and statistically significant improvements in pain scores were achieved
within 48 hours (Nasar et al. 1986). No unwanted side-effects were reported by 71% of
patients. At least in the early studies examining buprenorphine’s effectiveness in pain
treatment, constipation has been a rare side-effect (0-2% of patients) (Robbie 1979, Nasar et
al. 1986). However, doses have been lower compared to studies, which examined
buprenorphine’s effects in opioid-experienced persons e.g., (Mello et al. 1982, Lange et al.
1990, Umbricht et al. 2004).

More recently, research has concentrated on transdermal buprenorphine. A randomized,
double-blind, controlled multicentre study of patients with severe chronic pain found that
35 and 52.2 µg/hour products of transdermal buprenorphine were more efficient in pain
management than placebo (response rates 37% and 48% vs. 16%, p<0.05) (Sittl et al. 2003).
Another study reported that 70 µg/hour transdermal buprenorphine was more efficient
than placebo in the treatment of severe chronic cancer pain in a randomized double-blind
trial (n=289) (p=0.0003) (Poulain et al. 2008). Wolff and colleagues conducted a systematic
literature review comparing transdermal buprenorphine to transdermal fentanyl and oral
morphine (Wolff et al. 2012). Compared to fentanyl, there were no differences in pain
measures but buprenorphine caused significantly less nausea and a lower number of
treatment discontinuations due to adverse effects. Compared to morphine, buprenorphine
caused significantly better pain control and less constipation as well as fewer cases of
treatment discontinuations.

2.2 ABUSE

2.2.1 Definitions of opioid dependence and abuse
Opioid dependence is a complex health condition with social, psychological and biological
determinants and consequences (World Health Organization 2004). It develops after
regular  opioid  use  and  is  a  chronic  disease  with  relapse  and  remission  phases  (World
Health Organization 2004, World Health Organization 2009). There are no universally
accepted definitions for opioid dependence or abuse. Internationally, two main systems of
classification for diagnostic criteria of substance use disorders are used: The International
Classification of Diseases (ICD-10) (World Health Organization 1993, American Psychiatric
Association 2000) and the Diagnostic and Statistical Manual of Mental Disorders (DSM-IV)
(World Health Organization 1993, American Psychiatric Association 2000). ICD-10 is
published by the WHO and it is the official diagnostic classification in Finland. DSM-IV is
preferred within the mental health sector and the USA as well as in international addiction
research (Larance et al. 2011c). The diagnostic criteria for opioid use disorders according to
these  systems  are  presented  in  Table  1.  The  new  version  of  DSM  criteria,  DSM-V  (5th

edition) was released in May 2013 with some changes in criteria and terminology for
substance-related and addictive disorders (American Psychiatric Association 2013).

There has been controversy surrounding the terms addiction and dependence for
decades (O'Brien 2011). Both ICD-10 and DSM-IV used the term dependence even though it
has  been  denoted  to  refer  only  to  physical  dependence  which  is  body’s  normal
physiological response (Larance et al. 2011c). However, in the latest version of the DSM (5th
edition), dependence has been replaced with a term ‘substance use disorder’ in order to
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avoid confusion and possible under-treatment of pain due to fear of addiction (O'Brien
2011). In addition, the abuse/dependence dichotomy has been removed and replaced with a
single disorder which is measured on a scale from mild to severe (American Psychiatric
Association 2013). American Society of Addiction Medicine uses the term addiction and
defines it as: “a primary, chronic, neurobiological disease, with genetic, psychosocial, and
environmental factors influencing its development and manifestations” (American Society
of Addiction Medicine 2001). Addiction is characterized by impaired control over use,
compulsiveness,  continued  use  despite  harm  and  craving.  According  to  the  WHO,
dependence syndrome is a phenomenon characterized by: “a strong desire to take the drug,
impaired control over its use, persistent use despite harmful consequences, a higher
priority given to drug use than to other activities and obligations, increased tolerance, and a
physical withdrawal reaction when drug use is discontinued” (World Health Organization
2012). In this thesis, the term dependence according to the WHO definition has been used
when referring to this disorder.

Similarly, various definitions have been used when referring to drug abuse, such as illicit
use, misuse, non-medical use, unsanctioned use, extramedical use, harmful use and
hazardous use, with some of them being used interchangeably (Larance et al. 2011c).  For
example, illicit use may be confusing when referring to PO abuse due to their legal status.
Larance and colleagues recommended to use either hazardous use, which refers to, “a
pattern of substance use that increases the risks of harmful consequences for the user,
regardless of a diagnosis of dependence”, or extramedical use which refers to, “use of a
medication outside a doctor’s prescription, not excluding the possibility that the user may
have medically driven reasons for using the drug” (Larance et al. 2011c). Cicero and
colleagues defined abuse as a substance use with the intention to get high, use in
combination with other drugs to get high, or use as a substitute for other drugs of abuse
(Cicero et al. 2007a). In a study by Katz and colleagues, the term abuse was used
interchangeably with nonmedical use, with the latter being defined as, “use of prescription-
type drugs not prescribed for the respondent by a physician or used only for the experience
or feeling they caused” (Katz et al. 2007). The WHO defined abuse as a pattern of harmful
psychoactive substance use causing damage to health (World Health Organization 2012). In
this  thesis,  the  terms  harmful  use  and  drug  abuse  are  considered  synonymous  with  each
other, and the term abuse has been used throughout the text.
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Table 1. The diagnostic criteria for opioid use disorders according to the International
Classification of Diseases (ICD-10) and the Diagnostic and Statistical Manual of Mental
Disorders (DSM-IV) (World Health Organization 1993, American Psychiatric Association 2000)

ICD-10 Diagnostic criteria
Harmful use Clear evidence that the substance use was responsible for physical or psychological

harm. The nature of the harm should be clearly identifiable.

The pattern of use has persisted for at least one month or has occurred repeatedly
within a 12 month period. The disorder does not meet the criteria for any other mental
or behavioural disorder.

Dependence Three or more of the following manifestations should have occurred together for at
least one month or if persisting for periods of less than one month then they have
occurred together repeatedly within a 12 month period.
(1) A strong desire or sense of compulsion to take the substance.
(2) Impaired capacity to control substance-taking behaviour in terms of onset,
termination or level of use.
(3) A physiological withdrawal state when substance use is reduced or ceased, as
evidenced by the characteristic withdrawal syndrome.
(4) Evidence of tolerance to the effects of the substance.
(5) Preoccupation with substance use (important alternative pleasures or interests
being given up or reduced; or a great deal of time being spent in activities necessary to
obtain/take the substance, or recover from its effects).
(6) Persisting with substance use despite clear evidence of harmful consequences.

DSM-IV
Abuse A maladaptive pattern of substance use leading to clinical signs of impairment or

distress, as manifested by one (or more) of the following occurring within a 12-month
period, and the symptoms have never met the criteria for substance dependence for
this class of substance.
(1) Recurrent substance use resulting in a failure to fulfil major role obligations at work,
school, or home.
(2) Recurrent substance use in situations in which it is physically hazardous (e.g.
driving).
(3) Recurrent substance related legal problems.
(4) Continued substance use despite having persistent/ recurrent social/ interpersonal
problems caused/ exacerbated by the effects of the substance.

Dependence A maladaptive pattern of substance use leading to clinical signs of impairment or
distress, as manifested by 3 or more of the following occurring at any time in the same
12 month period.
(1) Tolerance defined by either the need for markedly increased amounts of substance
or a markedly diminished effect with continued use.
(2) Withdrawal, as evidenced by either the characteristic withdrawal syndrome; or the
same (or closely related) substance is taken to relieve or avoid withdrawal symptoms.
(3) The substance is often taken in larger amounts or over a longer period than was
intended.
(4) Persistent desire or unsuccessful efforts to cut down or control substance use.
(5) A great deal of time is spent in activities necessary to obtain the substance or
recover from its effects.
(6) Important social, occupational or recreational activities are given up or reduced.
(7) Substance use is continued despite of having a persistent/recurrent physical or
psychological problems.
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2.2.2 Abuse potential of buprenorphine
In general, drugs with abuse potential have reinforcing properties and cause harm to the
individual and the society (Lewis 1985). Abuse liability can be defined as a likelihood of a
psychoactive drug to sustain patterns of nonmedical self-administration with undesirable
consequences (Johnson et al. 2005). The pharmacokinetic properties of a drug generally
determine its abuse liability (Schaeffer 2012). Large brain concentration within a short time
correlates with the feeling of euphoria. However, formulations without these properties
may  be  tampered  with  the  drug  delivery  system  in  order  to  make  them  better  suited  for
abuse. In addition, extrinsic factors contribute to the abuse potential, e.g., media attention,
peer preferences, cost and availability (Romach et al. 2013). Early studies indicated that
buprenorphine did not produce physical dependence and it had low reinforcing efficacy
(Martin et al. 1976, Cowan et al. 1977, Jasinski et al. 1978, Lewis 1985). Jasinki and
colleagues reported that buprenorphine produced minimal abstinence symptoms and that
withdrawal was easily managed. Due to these features as well as partial agonism and slow
onset of action, it was assumed that the abuse potential of buprenorphine was low.
However, more recent studies have indicated that situation is not that straightforward.

There is evidence of a statistically significant correlation between therapeutic exposure to
buprenorphine (measured by filled prescriptions) and the magnitude of its abuse (Cicero et
al. 2007b). Authors speculated that the value of a drug for non-therapeutic purposes may
determine the level of diversion and, therefore, the rate of abuse can be viewed as an
indicator of abuse liability. However, there are specific abuse liability studies which are
mainly based on animal or human laboratory testing (Balster & Bigelow 2003). In human
abuse liability testing, the drug effects have usually been compared to a known substance,
and the most common assessments are subjective ratings of ‘liking’ of the drug effect
supplemented with physiological and behavioural assessments.

Intravenous administration of buprenorphine increased the positive responses of ‘feeling
the drug’ and increased the scores of drug-liking, good effects and euphoria in non-
dependent opioid users (n=6) (Pickworth et al. 1993). Other studies examining the effects of
sublingual and IM buprenorphine in non-dependent opioid users have reported similar
results (Weinhold et al. 1992, Strain et al. 2000, Duke et al. 2010). The results of Duke and
colleagues indicated that intramuscularly administered buprenorphine may have greater
abuse potential compared to sublingual administration. Buprenorphine (IV and IM
administration) also served as a reinforcer among recently detoxified heroin users (Bedi et
al. 1998, Comer & Collins 2002). In opioid-dependent volunteers maintained on sublingual
buprenorphine (n=8), IM buprenorphine produced agonist-like effects, especially the
highest dose (16 mg) (Strain et al. 1997). Intravenous buprenorphine (8 mg) produced
similar increased ‘drug liking’ and ‘high’ ratings compared to heroin among opioid-
dependent heroin users maintained on sublingual buprenorphine (Comer et al. 2010).
Eissenberg and colleagues conducted antagonist challenges in opioid-dependent persons
maintained on sublingual buprenorphine and measured the effects by subject and observer
ratings as well as physiological measures (Eissenberg et al. 1996). The authors concluded
that buprenorphine can produce physical dependence in humans. For methadone-
maintained opioid users, buprenorphine seems to have lower abuse potential because IM
administration produced mild antagonist-like effects (Strain et al. 1995). Another study
compared the abuse liability of different POs in morphine-maintained heroin-dependent
volunteers (n=8) (Comer et al. 2008). Despite statistically significant increases in the ratings
of ‘drug liking’ and ‘good drug effect’ from IV buprenorphine, it was not self-administered
by  study  participants  and  it  precipitated  mild  withdrawal  symptoms.  As  a  conclusion,
buprenorphine seems to have abuse potential, especially in non-dependent opioid users.
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Nevertheless, relying solely on subjective ‘drug liking’ ratings when measuring abuse
potential, may be insufficient.

2.2.3 Epidemiology of buprenorphine abuse

2.2.3.1 International studies
The first reports of buprenorphine abuse emerged in the early 1980s in New Zealand,
Australia and the United Kingdom (UK) (Harper 1983, Quigley et al. 1984, Strang 1985,
Rainey 1986). At this time, buprenorphine was marketed as a low-dose product for the
treatment of pain (Temgesic®). Low-dose buprenorphine refers to buprenorphine products
used for pain treatment and high-dose buprenorphine to products used for the treatment of
opioid dependence. In 1986, Robertson and Bucknall highlighted the extensive abuse of
buprenorphine in Edinburgh and advised doctors to be aware of the dangers of prescribing
it (Robertson & Bucknall 1986). Another study reported a marked increase in the number of
buprenorphine users presenting for substance abuse treatment in Ireland between 1986 and
1987 (O'Connor et al. 1988). During the same time period, a 9% increase in the proportion of
new clients using buprenorphine was detected in an outpatient clinic in Glasgow, Scotland
(Sakol et al. 1989). The first report about the dependence potential of buprenorphine was
published by Gray and colleagues (Gray et al. 1989). More than half (58%) of the new clients
referred to their Glasgow clinic during a 6-month period reported that buprenorphine was
their preferred drug. Low-dose buprenorphine was the most frequently abused drug
among IV drug users in Glasgow between 1989 and 1990 (Lavelle et al. 1991). Due to these
reports, restrictions on prescribing of buprenorphine were introduced in Glasgow in
September 1989 but this led only to a moderate drop (20%) in incidence of abuse cases
which started to rise again after few months (Stewart 1991). Reports from India (Nizamie &
Sharma 1990, Chowdhury & Chowdhury 1990, Singh et al. 1992) and Spain (San et al. 1993)
also indicated increasing abuse of buprenorphine. In 1989, the WHO Expert Committee on
Drug Dependence recommended the inclusion of buprenorphine in Schedule III of the
Convention on Psychotropic Substances 1971 (World Health Organization 1989). Schedule
III substances are under international control (International Narcotics Control Board 2010).
In addition to buprenorphine, for example pentazocine and flunitrazepam are included in
the  list.  The  first  report  of  abuse  of  buprenorphine  by  snorting  was  published  in  1991
(Strang 1991). In New-Zealand, low-dose buprenorphine was withdrawn due to abuse in
1991 and replaced by a buprenorphine-naloxone combination product (0.2 mg
buprenorphine + 0.17 mg naloxone) (Robinson et al. 1993). The proportion of clinic patients
self-reporting buprenorphine abuse in New Zealand dropped from 81% in 1990 to 57% in
1991-1992 indicating lower but still existent IV abuse potential of the combination product.

French general practitioners (GPs) have been able to prescribe high-dose buprenorphine
to patients for the treatment of opioid dependence since 1996 (Thirion et al. 2002). Since
then  the  abuse  of  buprenorphine  has  been  widely  documented  in  France.  Obadia  and
colleagues reported that 24% of their injecting drug user (IDU) sample injected only
buprenorphine and 34% injected it occasionally in parallel with other drugs (Obadia et al.
2001). Another French study reported similar results, with 27% of their IDU sample using
only buprenorphine and 37% being poly-drug users (Moatti et al. 2001). Valenciano and
colleagues reported even higher proportions as 45% of needle exchange program (NEP)
clients (n=1,004) were categorized as main buprenorphine users and 73% had used
buprenorphine in the last month (Valenciano et al. 2001). Falsified prescriptions to obtain
buprenorphine from community pharmacies have been detected in France (Baumevieille et
al. 1997). Around the same time, buprenorphine abuse has also been reported in Nepal
(Shrestha et al. 1998) and India (Kumar et al. 2000). A rapid assessment conducted in
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Madras, India revealed that 42% of IDUs interviewed (total n=100) used buprenorphine as
their primary drug of abuse in 1998 (Kumar et al. 2000). Another Indian study reported that
buprenorphine abuse increased rapidly until 1994 and then started to gradually decrease
(Sharma & Mattoo 1999).

More recently, buprenorphine abuse has been documented all over the world, such as in
Australia, in the USA and in many European and Asian countries (Yokell et al. 2011). The
main studies examining buprenorphine abuse published within the last 10 years have been
summarized in Table 2. In Australia, high-dose buprenorphine products have been
available since 2000 (Jenkinson et al. 2005). In a survey conducted in 2002, 57% of IDUs
(total n=156) reported life-time use of buprenorphine and 37% reported life-time injecting of
buprenorphine  (Jenkinson  et  al.  2005).  Aitken  and  colleagues  conducted  a  similar  survey
with IDUs in Melbourne in 2005-2006 (n=316) and reported that 32% (n=101) had injected
buprenorphine during the previous 3 months and 10% (n=33) were primary buprenorphine
users  (Aitken  et  al.  2008).  Buprenorphine  injecting  has  also  been  reported  in  Malaysia
(Bruce et al. 2008) and Nepal (Aich et al. 2010). Among Indian IDUs, buprenorphine was
the second most commonly injected drug in 2005-2006 (Solomon et al. 2010). Buprenorphine
abuse has caused large-scale public health problems in Singapore (Chua & Lee 2006,
Winslow et al. 2006) and in the south Caucasus state of Georgia (Parfitt 2006). In 2005, 39%
of patients treated in Georgian detoxification units were seeking treatment due to
buprenorphine abuse (Parfitt 2006). In 2007, buprenorphine was the most commonly
abused IV drug among IDUs (n=381) using NEP services in Georgia (96% reporting lifetime
injecting and 75% reporting last-month injecting) (Otiashvili et al. 2010). Despite the high
prevalence of abuse, only 13% of respondents reported buprenorphine as their favorite
drug. There were at least 3,800 buprenorphine users in Singapore in 2006 (Lee 2006). As a
countermeasure for large-scale abuse, Singaporean authorities tightened buprenorphine
controls, prohibited buprenorphine from being dispensed as take-home doses and forbade
GPs to start any new patients on buprenorphine.

A systematic literature review examining the abuse of medicines in the countries of
European Union (EU) indicated that buprenorphine was one of the most abused medicines
in this area (Casati et al. 2012). However, there were regional differences across the EU
region. In Sweden, 89% of heroin users and 24% of amphetamine users visiting a NEP had
used buprenorphine during the last year in 2004 (Hakansson et al. 2007). Intravenous abuse
was reported by 43% altogether. According to a recent qualitative study, buprenorphine
abuse was not generally perceived as a widespread problem among Swedish adolescents
(Richert & Johnson 2013). A Norwegian multi-indicator model which utilized data from
seizures, treatment units, pharmacy sales, helplines, key informants and media monitoring
indicated increasing illicit use of buprenorphine between 2002 and 2006 (Mounteney &
Haugland 2009). France was the first country to introduce a generic buprenorphine product
in April 2006 (Nordmann et al. 2012). In 2008, 32% of clients entering drug addiction
treatment centres were consuming generic buprenorphine (Nordmann et al. 2012). The
studies mentioned above refer to the abuse of high-dose buprenorphine. The abuse of low-
dose buprenorphine has been reported in the South Asia region (Larance et al. 2011a). Data
about opioid abuse and injecting from this region are not complete but buprenorphine
abuse has been reported in Bangladesh, India, Nepal and Pakistan. In Bangladesh and
Nepal, buprenorphine has been reported to be the most favored drug among IDUs (Larance
et al. 2011a).

The USA research has predominately highlighted the abuse of oxycodone and
hydrocodone (Cicero et al. 2005) while the abuse of buprenorphine has remained low
(Cicero & Inciardi 2005, Cicero et al. 2007c, Hughes et al. 2007). According to poison centre
data collected between 2002 and 2003, hydrocodone and oxycodone had the highest abuse
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rates in the USA (3.75 and 1.81 per 100,000 population, respectively) (Hughes et al. 2007). A
study utilizing poison centre and prescription database information in 2003-2005 reported a
low abuse rate of buprenorphine (Smith et al. 2007). The average quarterly abuse ratio per
1,000 prescriptions dispensed was 0.08 for the single-ingredient buprenorphine (BUP) and
0.16 for the BNX. In 2005, only 1% of PO users enrolled in OST reported recent abuse of
buprenorphine (Rosenblum et al. 2007). Among a sample of street drug users in New York
City (n=586) in 2004 to 2006, buprenorphine products were the least used POs (0.2% of the
sample) (Davis & Johnson 2008).

However, according to more recent data from drug screens and interviews conducted in
parole and probation units, buprenorphine abuse increased in the USA between 2005 and
2010 (Wish et al. 2012). A post-marketing surveillance study using data from the
Researched Abuse, Diversion and Addiction-Related Surveillance (RADARS®) System
Programs reported similar findings (Dasgupta et al. 2010). Nevertheless, the rates of
methadone abuse and diversion were significantly higher than those for buprenorphine.
From 2005 to 2009, the different measures of diversion and abuse of buprenorphine (user
and physician surveys, exposures to buprenorphine reported to Poison Control Centres,
seizures, emergency department visits) all steadily increased (Johanson et al. 2012). In 2007,
Stimmel speculated that buprenorphine abuse would increase in the USA as a consequence
of the growing number of people for whom buprenorphine is prescribed (Stimmel 2007).
The USA Food and Drug Administration (FDA) approved buprenorphine (both BUP and
BNX) for the treatment of opioid dependence in 2002, later than in many European
countries or Australia.

Buprenorphine abuse by OST patients has been widely reported. Approximately half of
404 buprenorphine-maintained OST patients in France reported ever injecting
buprenorphine (Vidal-Trecan et al. 2003). Factors associated with buprenorphine injecting
were IV use of some other substance (OR 13.18, 95% CI 5.36-32.42), cannabis use (OR 2.34,
95% CI 1.51-3.63), having another source of income than salary (OR 1.58, 95% CI 1.02-2.45)
and heroin use (OR 0.23, 95% CI 0.09-0.61). Another French study reported that 36% of
buprenorphine-treated OST patients (n=142) injected buprenorphine during the previous
month which was a considerably higher proportion than methadone patients injecting
methadone (less than 1%, p< 0.01) (Guichard et al. 2003). Factors associated with injecting
among buprenorphine patients were unstable housing (odds ratio OR 4.3, 95% confidence
interval CI 1.6-11.5) and high buprenorphine dosage (OR 6.2, 95% CI 2.0-19.7). Roux and
colleagues found out that 32% of buprenorphine-treated OST patients (n=111) reported
buprenorphine injecting after treatment initiation (Roux et al. 2008a). Patients who reported
inadequate buprenorphine dose (OR 2.7, 95% CI 1.1-7.0) or an experience of suicide
ideation or suicide attempt (OR 2.6, 95% CI 1.2-5.7) had a significantly increased risk of
injecting. In the same study population, 30% of patients reported intranasal use of
buprenorphine after the initiation of OST (Roux et al. 2008b). Authors speculated that this
behaviour may be a response to dissatisfaction with treatment. Besides France, other
countries have also reported buprenorphine abuse among OST patients. In Italy, 23% of
OST patients (total n=307) had injected buprenorphine and injecting was more common
among those treated with buprenorphine compared to methadone-treated patients (35% vs.
18%, p<0.001) (Moratti et al. 2010). Approximately one quarter (27%) of buprenorphine-
treated OST patients had ever injected buprenorphine in 2005 (Winstock & Lea 2010). In
Australia, current OST was significantly associated with buprenorphine injection among
IDUs (OR 10.7, 95% CI 4.5-25.9) (Aitken et al. 2008). Contrary to these results, a recent
German study reported that injecting OST medicines (buprenorphine or methadone) was
more common among study participants currently in OST compared to users who abused
buprenorphine/methadone but were not in OST (p<0.001) (Schmidt et al. 2013). Life-time
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prevalence of buprenorphine/methadone abuse was 61.8% among OST patients and 70.3%
among other study participants. In 2008, among 440 Australian OST patients, 18% reported
having  ever  inhaled  (smoked  or  snorted)  buprenorphine  (Horyniak  et  al.  2011).  Other
studies  have  also  reported  intranasal  use  of  buprenorphine  (i.e.  snorting,  inhaling  and
sniffing) (Roux et al. 2008b, Daniulaityte et al. 2012).
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2.2.3.2 Finnish studies
Until the 1990s, drug abuse was generally small-scale in Finland (Hakkarainen & Tigerstedt
2005).  The  availability  and  abuse  of  drugs,  including  cannabis,  stimulants  and  heroin,
started increasing from the early 1990s. The number of ‘problem drug users’ in Finland was
estimated to be 11,500-16,400 in 1998 (Partanen et al. 2000). ‘Problem drug users’ refer to
amphetamine and opioid users who have experienced social and/or health harms due to
their drug abuse and, therefore, have been in contact with some authorities. In 2005, the
number had increased to 14,500-19,000 persons, of whom about 80% were estimated to be
amphetamine users and the remainder used opioids (Partanen et al. 2007). About half (50-
60%) of  problem drug users  lived in  Southern Finland and more than half  of  them in  the
Helsinki metropolitan area.

The first reports of buprenorphine abuse in Finland date back to the late 1990s (Partanen
et al. 2004). Partanen and colleagues interviewed 494 NEP clients in the three largest cities
of Finland between 2000 and 2002 (Partanen et al. 2004). Fifty-nine percent had injected
buprenorphine in the previous month and 78% reported life-time injecting. Thirty-three
percent of respondents injected buprenorphine on a daily basis and daily/extensive abuse
was  more  common  among  young  users  (less  than  25  years  old).  About  one-third  had
injected both buprenorphine and amphetamine, and one in seven had injected
buprenorphine, amphetamine and heroin concurrently in the previous month. Some
respondents (6%) had started injecting drugs with buprenorphine. In the early 2000s,
buprenorphine-trafficking from France was relatively common among Finnish drug users
(Tacke 2002). After the Schengen regulations, this kind of ‘medication tourism’ has been
less popular (Varjonen et al. 2012). Currently, it is believed that most illicit buprenorphine
is smuggled into Finland but there are also leakages from legal OST programs (Skretting &
Rosenqvist 2010). In 2005, buprenorphine was the most frequently used IV drug for 73% of
IDUs using NEP services (n=131) in the Helsinki area (Alho et al. 2007). Another study
examined NEP clients in the Helsinki metropolitan area annually between 2005 and 2010
(excluding 2009) and reported that buprenorphine was the most frequently used IV drug
during the study period (68-78% of clients) (Simojoki & Alho 2013). Aalto and colleagues
interviewed 30 consecutive clients entering to OST in Kotka between 2004 and 2005 and
found that 97% (n=29) used buprenorphine as the primary opioid of abuse (Aalto et al.
2007). All, except two participants, used buprenorphine intravenously. Even though 97% of
clients reported life-time use of heroin, 30% (n=9) had started opioid abuse with another
opioid than heroin. Buprenorphine abuse was the main reason for treatment seeking in 33%
of all clients with substance use disorders in Finland in 2009 (Forsell et al. 2010) and in 35%
in 2011 (Varjonen et al. 2012). In 2011, those seeking treatment for buprenorphine abuse
were mainly injecting it (86%) and almost half (44%) used buprenorphine on a daily basis
(Forsell 2012). Clients seeking treatment for buprenorphine abuse represented 82% of all
clients seeking treatment for opioid abuse. In 2009, Tammi and colleagues conducted a
structured interview study among 100 drug users from the Helsinki metropolitan area
(Tammi et al. 2011). Sixty percent of participants had used buprenorphine in the previous
month and 39% reported using BNX. Injecting was the most commonly mentioned route of
self-administration (93% and 72%, respectively). Almost 50% of buprenorphine users used
it on a daily basis. Illicit drug market was the most commonly mentioned source of both
BUP and BNX. Malin and colleagues conducted a qualitative interview study among 12
buprenorphine users (Malin et al. 2006). Even though study participants used
buprenorphine mainly intravenously, they considered their abuse as self-medication and
thought that buprenorphine enabled their functioning in everyday life. Poly-drug abuse
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was common among study participants, especially the abuse of benzodiazepines (BZDs),
amphetamine and alcohol. Frequent poly-drug abuse has been highlighted in other Finnish
studies as well (Partanen et al. 2004, Tammi et al. 2011, Forsell 2012).

The magnitude of buprenorphine abuse can be indirectly estimated via poisoning data.
Buprenorphine  was  the  most  frequent  cause  of  fatal  poisonings  among  drug  users  in
Finland in 2007 (25% of all intoxications) (Simonsen et al. 2011). These abuse patterns in
Finland were different from other Nordic countries, but buprenorphine intoxications have
increased  in  Sweden  and  Norway  as  well.  The  number  of  buprenorphine  findings  in
forensic post-mortem investigations has increased from less than 10 cases in 2000 to 156
cases in 2010 (Varjonen et al. 2012). However, the detection of buprenorphine from post-
mortem samples does not mean that buprenorphine has necessarily caused the death. In
2010, buprenorphine was the underlying cause of death in 46 cases. Fatal buprenorphine
poisonings were usually associated with concurrent use of BZDs and alcohol (82% and 58%
of buprenorphine poisonings in Finland from 2000 to 2008, respectively) (Häkkinen et al.
2012).

2.2.4 Abuse of the buprenorphine-naloxone combination product
A combination product of buprenorphine and naloxone in a 4:1 ratio (Suboxone®) was
developed to prevent diversion and reduce the abuse potential of buprenorphine (Johnson
et al. 2003). Naloxone is an opioid antagonist which has poor sublingual bioavailability and,
therefore, the combination product produces only buprenorphine effects when taken
sublingually (Mendelson & Jones 2003). However, when injected by an opioid-dependent
person naloxone can precipitate withdrawal symptoms and reduce the re-enforcing effects
of buprenorphine.  The 4:1 ratio of buprenorphine and naloxone has been demonstrated to
be better than the 8:1 ratio in reducing abuse and better than the 2:1 ratio in producing
shorter-term withdrawal symptoms. Stoller and colleagues reported that IM
buprenorphine-naloxone precipitated withdrawal symptoms in heroin-dependent
individuals (n=10) (Stoller et al. 2001). Other studies have reported similarly that
subcutaneously  or  intravenously  given  BNX  produced  antagonist-like  effects  in  opioid-
dependent individuals including both methadone/morphine-maintained individuals and
those not in maintenance treatment  (Bigelow et al. 1987, Preston et al. 1988, Mendelson et
al. 1996, Mendelson et al. 1997a, Fudala et al. 1998). Similar results have been reported in
non-dependent opioid users (IM administration) indicating low abuse potential (Weinhold
et al. 1992). However, controversial results have also been published. Buprenorphine and
buprenorphine-naloxone produced similar opioid agonist-like effects in non-dependent
opioid users when taken sublingually (n=7) (Strain et al. 2000) or intramuscularly (n=8)
(Duke et al. 2010). In opioid-dependent individuals maintained with buprenorphine (n=9),
BUP and BNX produced similar modest agonist-like effects (sublingual and IV
administration) (Harris et al. 2000). Comer and Collins demonstrated that IV
buprenorphine produced higher positive subjective ratings compared to the combination
product in recently detoxified heroin users (n=6), however, both products served as
reinforcers and were self-administered by study participants (Comer & Collins 2002).
Buprenorphine-maintained heroin users (n=12) self-administered buprenorphine-naloxone
intravenously less frequently than buprenorphine or heroin (p<0.0005) and reported lower
subjective ratings for ‘drug-liking’ and ‘desire to take again’ (p=0.0001) (Comer et al. 2010).
These studies indicate that the BNX has a lower IV abuse potential than BUP. The
reinforcing  effect  of  the  combination  product  seems  to  depend  on  an  individual’s  opioid
tolerance.  It  may  be  abused  by  less-frequent  opioid  users  and  by  detoxified  or
buprenorphine-maintained opioid users. Regular buprenorphine users can probably use it
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without marked withdrawal symptoms and even heroin users are not totally deterred from
injecting BNX (Mammen & Bell 2009).

Several studies have examined the abuse potential of BNX under real-life conditions
(Alho et al. 2007, Degenhardt et al. 2009, Bruce et al. 2009, Vicknasingam et al. 2010, Larance
et al. 2011b, Smirnov & Kemp 2012). In general, they have reported lower abuse potential
compared to BUP but the addition of naloxone has not been able to completely prevent IV
abuse  of  buprenorphine.  Alho  and  colleagues  reported  that  68%  of  IDUs  using  NEP
services in the Helsinki area in 2005 had tried IV use of BNX and 80% described it as ‘a bad
experience’ (Alho et al. 2007). Respondents were also willing to pay more for an 8 mg BUP
tablet compared to an 8 mg BNX tablet (p < 0.0001). Similarly, Degenhardt and colleagues
found that combination product was injected less frequently and less commonly than BUP
among both regular IDUs (9% and 23% during the previous 6 months, respectively) and
OST patients (10% and 30% during the previous 6 months, respectively) (Degenhardt et al.
2009). Differences were especially notable when the availability of both products was taken
into account. Larance and colleagues examined current OST patients in Australia and found
that significantly fewer BNX patients reported recently injecting their medicine compared
to BUP patients (13% vs. 28%) (Larance et al. 2011b). Similarly removing supervised doses
(i.e. secreting medicine out of the dosing site instead of ingesting) was less common among
BNX patients compared to BUP patients (22% vs. 35%). Thirty-eight percent of BNX
patients reported ‘not liking’ the drug effect compared to 18% of BUP patients. These
findings are in agreement with the level of injecting among regular IDUs (adjusted for the
volume of sales) which indicated a lower level of BNX injecting compared to BUP in 2008-
2009. Despite these differences, the street price of BNX and BUP was similar ($35 for an 8
mg tablet in 2008, $28-30 in 2009). Smirnov and Kemp reported consistent results from the
Brisbane area in Australia, indicating lower rates of abuse of the combination product
compared to BUP and methadone (Smirnov & Kemp 2012). In addition to Australia
(Larance et al. 2011b), BNX diversion has been recently reported from the USA as well
(Johanson et al. 2012). In the USA, the abuse rate of BNX was slightly higher compared to
BUP between 2003 and 2005 (0.16 and 0.08 abuse cases per 1000 prescriptions dispensed,
respectively) (Smith et al. 2007). This difference probably reflects the more frequent
therapeutic use of BNX than BUP in the USA.

In Malaysia, BNX was introduced in December 2006, and since this time physicians have
only been able to prescribe the combination product for the treatment of opioid dependence
(Bruce et al. 2009). However, this action did not reduce the IV abuse of buprenorphine or
related risk behaviours and resulted in an increase in the mean daily dose of buprenorphine
among IDUs (n=41). Nevertheless, the combination product was not as desirable as BUP
among buprenorphine IDUs (Vicknasingam et al. 2010). In addition, daily buprenorphine
injecting was more common before the introduction of the combination product than after
among  regular  IDUs  (daily  BUP  injecting  63%,  daily  BNX  injecting  34%).  In  focus  group
discussions, participants explained that they divided BNX tablets into small portions or
combined them with heroin or BZDs in order to minimize naloxone effects and enhance
positive effects. Buprenorphine-naloxone may also be used intranasally (Horyniak et al.
2011). Compared to sublingual administration, intranasal BNX had greater bioavailability
and a faster onset of effects (Middleton et al. 2011). The bioavailability of naloxone was
relatively high, 24-30% after intranasal administration compared to 10% after sublingual
administration (Harris et al. 2000), and this may deter the likelihood of intranasal abuse by
some users.
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2.2.5 Characteristics of buprenorphine users
Basu and colleagues conducted one of the first studies examining the characteristics of
buprenorphine users. They described the characteristics of 94 clients seeking treatment for
buprenorphine dependence in India between 1987 and 1993 (Basu et al. 2000). All clients
were men, on average 26 years old, 45% were married and one-third unemployed. All had
used another substance, most commonly alcohol (100%) or heroin/other opioids (75%)
before switching to buprenorphine. Polydrug abuse was common as 90% of participants
used  some  other  substance  concomitantly  to  buprenorphine.  Further  studies  have  now
investigated the characteristics of buprenorphine users in Singapore, Malaysia, and the
USA. People abusing buprenorphine were mostly males (90-98%) (Winslow et al. 2006,
Vicknasingam et al. 2010), 53-76% were employed (Winslow et al. 2006, Cicero et al. 2007c,
Vicknasingam et al. 2010, Lofwall & Havens 2012), and 20-25% were married (Winslow et
al. 2006, Lofwall & Havens 2012). Homelessness has been reported to be associated with
buprenorphine injecting among French IDUs (Blanchon et al. 2003). A French OPPIDUM
survey examined the changes in the profile of buprenorphine users (sample included also
OST patients) between 2006 and 2008 (Nordmann et al. 2012). The mean age of users had
increased (p=0.007), the proportion of users with an occupation had increased (p<0.0005),
and the daily buprenorphine dose (p=0.02) as well as the proportion of IV users (p=0.002)
had decreased.  The frequency of daily buprenorphine abuse varies according to the study
population (ranging from 9.6% to 100%) (Kumar et al. 2000, Vicknasingam et al. 2010,
Lofwall  &  Havens  2012).  The  most  commonly  mentioned  sources  of  buprenorphine  have
been medical prescribers (57%) (Cicero et al. 2007c), friends (32-81%), and dealers (59%)
(Larance et al. 2011b, Lofwall & Havens 2012). In the USA study by Bazazi and colleagues,
76% of participants (n=100) reported obtaining BNX illicitly from the street and that it was
easy or very easy to get access to BNX (Bazazi et al. 2011). According to a recent study,
availability of illicit buprenorphine from the Internet seems to be relatively poor and prices
high (Bachhuber & Cunningham 2013).

Compared to other PO users, buprenorphine users were more commonly white (OR 3.19,
p<0.01), younger (31 vs. 35 years old, p<0.01), more highly educated (OR 1.72, p<0.01) and
more commonly employed (OR 1.63, p<0.01) (Cicero et al. 2007c). Another US study
reported similar results among young (18-23 years old) PO users (Daniulaityte et al. 2012).
Factors associated with buprenorphine abuse were white ethnicity (OR 19.7, 95% CI 2.5-
159.0), intranasal use of POs (OR 3.8, 95% CI 1.5-9.3), symptoms of opioid dependence (OR
3.5, 1.1-10.7), and a greater number of illicit POs used during lifetime (OR 1.4, 95% CI 1.1-
1.8). The qualitative interviews with a representative sub-sample of study participants
indicated that buprenorphine users were usually more experienced users and they used
buprenorphine mainly orally or by intranasal route while injecting was relatively
uncommon. Similarly, other studies have reported that the most common routes of
administration have been sublingual or per oral (87-100%) (Cicero et al. 2007c, Schuman-
Olivier et al. 2010). However, a high frequency of buprenorphine abuse via injecting has
been reported in many studies (Jenkinson et al. 2005, Alho et al. 2007, Aitken et al. 2008,
Aich et al. 2010), as described in Chapter 2.2.3.1. Syringe/needle sharing was significantly
associated with buprenorphine injecting among Australian IDUs (4.9 vs. 2.1 times/previous
3 months) (Aitken et al. 2008). In contrast to these findings, an Indian study reported that
buprenorphine  users  were  less  likely  to  share  injecting  equipment  compared  to  other  IV
users (Solomon et al 2010). Buprenorphine injecting can cause various complications, such
as soft tissue infections, peripheral ischemia of limbs (Loo et al. 2005, Winslow et al. 2006,
Ho et al. 2009, Partanen et al. 2009) and even endocarditis (Chong et al. 2009).

Concurrent abuse of BZDs is common among buprenorphine users (46-89% of users)
(Basu et al. 2000, Ahmed & Ara 2001, Winslow et al. 2006, Nielsen et al. 2007b, Otiashvili et
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al. 2010, Vicknasingam et al. 2010, Lofwall & Havens 2012). Forty-six percent of
buprenorphine-treated OST patients (total n=170) used BZDs during the previous month
(Lavie et al. 2009). Thirty-one percent met the DSM-IV criteria for BZD abuse or
dependence. A US study reported similar findings, showing that 47-56% of patients
receiving buprenorphine filled prescriptions for BZDs (Mark et al. 2013). High levels of
psychological disorders such as depression and anxiety may explain the BZD use among
opioid users (Lintzeris & Nielsen 2010). Opioid users may also use these anxiolytics in
order to relieve abuse-related symptoms or to increase the euphoric effects of opioids
(Sharma & Mattoo 1999, Bruce et al. 2008, Lintzeris & Nielsen 2010). Concurrent BZD use is
alarming because it increases the risk of fatal buprenorphine poisoning (Häkkinen et al.
2012). Buprenorphine users with concurrent BZD abuse have been shown to be more
commonly IV users (p=0.001), share syringes (p=0.02) and be seropositive for hepatitis C
(p=0.04) (Ng et al. 2007). Schuman-Olivier and colleagues found no differences in OST
retention or illicit opioid use between buprenorphine-treated OST patients with or without
BZD use (Schuman-Olivier et al. 2013). Patients with BZD prescriptions had more
emergency department visits during OST compared to patients without BZD prescriptions
(p<0.001) regardless of history of BZD abuse. In addition to BZDs, other concurrent
substance abuse has been reported among buprenorphine users. Current heroin abuse was
common (62-64%) among IDUs using buprenorphine in Malaysia (Vicknasingam et al.
2010). Lofwall and Havens reported that 64-86% of buprenorphine users had used another
opioid in the previous 30 days; marijuana use was reported by 64% and cocaine use by 27%
(Lofwall & Havens 2012).

Self-treatment has been defined as “any attempt to provide an appropriate therapeutic
strategy for oneself in the absence of professional advice or consent” (Schuman-Olivier et
al. 2010). Self-treatment of opioid withdrawal symptoms and/or dependence is the most
common reason users give for their buprenorphine abuse (48-92% of users) (Alho et al.
2007, Hakansson et al. 2007, Otiashvili et al. 2010, Schuman-Olivier et al. 2010, Moratti et al.
2010, Larance et al. 2011b, Bazazi et al. 2011). The same applies to the abuse of BNX
(Vicknasingam et al. 2010, Bazazi et al. 2011). However, other reasons which do not support
the self-treatment hypothesis have been reported as well. Among 120 buprenorphine users
in Singapore, 33% initiated buprenorphine abuse out of curiosity and 33% switched to
buprenorphine injecting to get an extra ‘high’ (Winslow et al. 2006). Using buprenorphine
to ‘get high’ or experience pleasure has been reported by 42% of Malaysian IDUs
(Vicknasingam et al. 2010), 32% of US IDUs, 69% of non-IDUs (Bazazi et al. 2011), and 70%
of US PO users (Lofwall & Havens 2012). The cheaper price of buprenorphine compared to
heroin has also been mentioned as a reason for buprenorphine abuse (Ahmed & Ara 2001,
Aitken et al. 2008). Otiashvili and colleagues (2010) reported that 27% of young
buprenorphine users (10-24 years old) reported buprenorphine as the first drug of getting
addicted to. In the study by Winslow et al. (2006), 53% of buprenorphine users had started
IV-drug  use  with  buprenorphine.  A  Finnish  study  reported  that  44%  of  NEP  clients  had
started IV drug use with buprenorphine in 2010 (Simojoki & Alho 2013). Another
explanation for buprenorphine use may be the self-treatment of depression which was
reported by 30% of participants (both illicit and licit buprenorphine users) in the study by
Schuman-Olivier et al. (2010). There is evidence from small open-label clinical studies and
surveys that buprenorphine may alleviate depressive symptoms (Kosten et al. 1990,
Schuman-Olivier et al. 2010, McCann 2008). Anti-depressive effects may tentatively be
attributable to buprenorphine’s kappa receptor antagonism (Gerra et al. 2006).
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2.2.6 Prescription opioid abuse in general
Prescription drug abuse has grown worldwide (Kuehn 2007). In the USA, the abuse of
prescription drugs is more prevalent than the abuse of any illicit drug, except cannabis
(International Narcotics Control Board 2013). Abuse of POs has become a significant
problem in the USA, South Asia, some parts of Europe and to lesser extent in Canada,
Australia and New Zealand (Degenhardt et al. 2008). At the same time, the abuse of heroin
has decreased (Fischer et al. 2006, Fischer & Rehm 2007, Holmes 2012). The most commonly
used prescription or pharmaceutical opioids include buprenorphine, methadone, codeine,
morphine, dextropropoxyphene, oxycodone, fentanyl, pethidine (meperidine),
hydrocodone, propoxyphene, and hydromorphone (Degenhardt et al. 2008). The
populations abusing POs can be very different across countries. In some countries, e.g.,
India and Australia, POs are abused by IDUs whereas in the USA, PO abuse is relatively
common  among  the  general  population.  The  abuse  of  POs  can  be  highly  prevalent  in
subsamples of the general population, e.g., aboriginal populations in Canada where more
than 50% of adults abuse POs (Webster 2013).

In the USA, PO abuse has increased markedly during the last decade and has become a
significant public health problem (Compton & Volkow 2006a, Compton & Volkow 2006b,
McCarthy 2007, Mendelson et al. 2008, Office of Applied Studies 2010, Fischer et al. 2013b).
In 2008, 14% of the general population in the USA self-reported life-time illicit use of POs
(Substance Abuse and Mental Health Services Administration 2009). Treatment admissions
to substance abuse treatment services due to PO abuse increased from 2% in 2000 to 9% of
all admissions in 2010 (Substance Abuse and Mental Health Services Administration 2012).
Among 5,663 opioid dependent persons enrolling in OST in the USA, POs were abused by
67% and 38% indicated that a PO was their primary drug of abuse (Rosenblum et al. 2007).
Among street drug users in New York City (i.e. drug users recruited in public settings), PO
abuse was also  common and methadone was the  most  commonly abused PO (72% of  the
sample) (Davis & Johnson 2008). In Canada, the number of PO-related admissions to
addiction treatment services rose by 60% in 2004-2009 and the prevalence of problematic
PO use for the five-year study period was 12.3% (Fischer et al. 2010). In the general
population within Canada, the prevalence of past year PO abuse was 15.5% in students and
5.9% in adults (Fischer et al. 2013a). In the UK, there was a growing trend in the number of
PO related deaths in 2001-2011 (Giraudon et al. 2013). The abuse and injection of POs has
also increased in the South Asia region while the use of heroin has declined (Larance et al.
2011a). India is thought to account for extensive diversion of POs in this area but there is a
paucity of empirical data across the South Asia region (Larance et al. 2011a). In India, the
abuse of natural opioids, such as opium and poppy husk, has decreased with a concomitant
increase in the abuse of POs such as buprenorphine, codeine and dextropropoxyphene
between 1978 and 2008 (p<0.001) (Basu et al. 2012).

There is a significant correlation between the therapeutic use of POs and the magnitude
of their abuse (Cicero et al. 2007b, Unick et al. 2013). It has been suggested that increased
availability along with greater social acceptability and a perception that licit drugs are safe
contribute to the rise of PO abuse (McCarthy 2007). A relationship between opioid
prescribing and opioid overdoses has also been reported (Bohnert et al. 2011). A growing
abuse problem has led to several negative consequences. Overdose deaths involving opioid
analgesics have increased throughout 1997-2007 in the USA (Paulozzi et al. 2011). Between
1999 and 2002, the number of opioid analgesic poisonings increased by 91% (Paulozzi et al.
2006). Between 1999 and 2009, the PO-related overdose death rate increased almost fourfold
and POs accounted for the highest relative increase in death rates (Calcaterra et al. 2013). In
New York City, PO related overdose deaths showed an increasing trend from 1990 to 2006
(p<0.01) with an almost sevenfold increase in death rate (from 0.39 to 2.7 per 100.000
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persons) (Cerda et al. 2013). Hospitalizations for poisonings by POs, sedatives and
tranquilizers increased by 65% in the USA from 1999 to 2006 (Coben et al. 2010). Women
seem to be especially susceptible to PO abuse (Green et al. 2009, Tkacz et al. 2012) and
abuse-related hospitalizations (Coben et al. 2010, Unick et al. 2013). However, contrasting
results have also been reported. In the USA general population (n=55,023), women were
less likely to abuse POs than men in 2003 (past-year prevalence 4.5% vs. 5.2%, p=0.0098)
(Tetrault et al. 2008).

Spiller and colleagues reported four-year trends from different US states and showed
that there was a consistent, increasing trend between poverty and unemployment rates and
PO abuse rate (Spiller et al. 2009). Various studies have examined the characteristics of PO
users (sociodemographics, social and health factors, substance abuse behaviour, treatment-
related factors) (Brands et al. 2004, Sigmon 2006, Rosenblum et al. 2007, Moore et al. 2007,
Subramaniam & Stitzer 2009, Green et al. 2009, Fischer et al. 2010, Katz et al. 2013). Fischer
and colleagues examined PO-related treatment admissions in Ontario, Canada between
2004 and 2009 (n=61,509) and found that approximately 60% of PO users were younger than
34 years old, 29% were married, 27% were employed, about half received income from
social assistance or insurance programs and less than half (47%) self-referred to treatment
(Fischer et al. 2010). Concurrent substance abuse was common (75%). Similarly, other
studies have reported that concurrent substance abuse is common among PO users
(Subramaniam & Stitzer 2009, Green et al. 2009). Injecting the primary drug of abuse was
relatively uncommon (11-33%) in PO users (Rosenblum et al. 2007, Office of Applied
Studies 2010, Cicero et al. 2011b). In the study by Fischer et al. (2010), 24% of PO users had
injected drugs  in  the  past  year.  The most  commonly mentioned source  of  POs has  been a
dealer (50-86%) (Rosenblum et al. 2007, Cicero et al. 2008, Cicero et al. 2011b). Other
commonly mentioned sources have been friends/relatives (68%) and physicians (63%)
(Cicero et al. 2008). Reasons for abuse of POs include easy access, legal status, greater social
acceptability compared to illicit drugs, high purity and predictable dose and, therefore,
increased safety (Cicero et al. 2007a). POs may also be used to self-treat pain or
dependence, to seek euphoria or to substitute for illicit substances when their availability is
poor (Degenhardt et al. 2008). The high prevalence of psychiatric disorders among PO users
has been documented in many studies (Cicero et al. 2008, Wu et al. 2010, Wu et al. 2011a,
Fischer et al. 2012). In the general population reporting PO abuse, a pooled prevalence of
any mental health symptoms was 32% (95% CI 24-40) (Fischer et al. 2012). The lifetime
prevalence of any DSM-IV mood disorder or personality disorder was 48% and 40%,
respectively (Wu et al. 2011a). Both comorbid mental and physical disorders can increase
the risk of PO abuse and dependence (Katz et al. 2013).

Several studies have compared the characteristics of heroin and PO users (Sigmon 2006,
Rosenblum et al. 2007, Moore et al. 2007, Fischer et al. 2008, Nielsen et al. 2011, Wu et al.
2011a, Wu et al. 2011b, Tkacz et al. 2012). Compared to heroin users, PO users have been
reported to be younger (Sigmon 2006, Moore et al. 2007, Rosenblum et al. 2007, Fischer et al.
2008, Wu et al. 2011b), more commonly white (Sigmon 2006, Moore et al. 2007, Rosenblum
et al. 2007, Fischer et al. 2008, Tkacz et al. 2012), and more commonly have pain problems
and less experience with substance abuse treatment (Sigmon 2006, Moore et al. 2007,
Rosenblum et al. 2007). Daily use has been reported to be more common among heroin
users (71%) compared to PO users (61%) (Office of Applied Studies 2010). Heroin users
were more likely to report lifetime/recent IV drug use (range 61–92%) compared to PO
users (range 0–67%) (Brands et al. 2004, Sigmon 2006, Rosenblum et al. 2007, Fischer et al.
2008, Office of Applied Studies 2010). Tkacz and colleagues reported that PO users were
more likely to be married (34% vs. 16%) and had more years of education (13.1 vs. 12.3
years) compared to street users of heroin (current or life-time) (Tkacz et al. 2012). PO users
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have also been reported to earn more income, have fewer years of opioid use, and be less
likely to have Hepatitis C antibodies (p<0.05) (Moore et al. 2007). PO users had improved
treatment response in terms of retention (21.0 vs. 14.2 weeks), opioid-negative urine
samples (56.3% vs. 39.8%) and completing the treatment (59% vs. 30%) compared to heroin
users. Certain socio-demographic and clinical characteristics may be associated with a
successful treatment outcome among PO users (Dreifuss et al. 2013). Dreifuss and
colleagues examined PO dependent patients treated with BNX (n=360) and reported that
age (OR 1.3, 95% CI 1.0-1.6), lifetime major depression (OR 1.8, 95% CI 1.2-2.9), route of use
other than oral or sublingual (OR 0.5, 95% CI 0.3-1.0), and prior opioid dependence
treatment contacts (OR 0.6, 95% CI 0.4-1.0) were significantly associated with successful
treatment outcome (Dreifuss et al. 2013).

However,  among  PO  users  there  are  distinct  groups  differing  from  each  other  in  key
variables such as age, gender, ethnicity, education, concurrent substance abuse, duration of
abuse, familial substance abuse, psychiatric disorders, treatment history, and in risk for
adverse events (Martins et al. 2009, Green et al. 2011, Wu et al. 2010). An example of distinct
user groups was reported in an Australian study which compared the characteristics of
heroin and PO users (Nielsen et al. 2011). Clients seeking treatment for heroin or PO abuse
were relatively similar in demographics as well as health and injecting-related factors.
Nevertheless, there was a distinct group of PO users who did not inject, initiated opioid use
as a treatment for pain and had poor physical and mental health status.

2.3 THE USE OF BUPRENORPHINE IN OPIOID SUBSTITUTION
TREATMENT

2.3.1 Definition of opioid substitution treatment
According to the WHO, OST is defined as “the administration of thoroughly evaluated
opioid agonists, by accredited professionals, in the framework of recognized medical
practice, to people with opioid dependence, for achieving defined treatment aims” (World
Health Organization 2009). In general, the aims are to reduce the illicit use of opioids and
mortality  and  morbidity  related  to  it,  reduce  criminal  behaviour,  reduce  injecting  and
associated risk behaviour, improve physical and psychological health and social
functioning, and enable employment and/or education and, hence, reintegration into the
society (World Health Organization 2004, World Health Organization 2009). Aiming to
achieve a drug-free state is the ultimate goal of OST but it is not feasible for everyone
(World Health Organization 2004). Therefore, it is not considered as one of the primary
goals of OST. Opioid agonists methadone and buprenorphine are the most commonly used
medicines in OST (World Health Organization 2009). Dole and Nyswander demonstrated
the use of methadone in the treatment of heroin dependence in the 1960s (Dole &
Nyswander 1965). They concluded that methadone was able to reduce narcotic hunger and
block the euphoric effects of heroin leading to marked improvements in patients’
functioning and social abilities. According to a review of the history of buprenorphine
development, buprenorphine was developed in 1966 and its potential in the treatment of
opioid dependence was discovered soon after (Campbell & Lovell 2012). However, the use
of buprenorphine as an OST medicine started officially in the 1990s.

Gerra and colleagues pointed out that methadone and buprenorphine should not be
considered as substitutes for the euphoric effects of heroin but instead medicines which can
control addictive behaviour in individuals with opioid dependence (Gerra et al. 2009).
Authors speculated that the term ‘substitution’ oversimplifies their actions and contributes
to the misunderstanding of this treatment approach. The WHO utilizes the term
‘maintenance treatment’ when referring to the treatment of drug dependence by a
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substitute drug whose action is based on cross-dependence or cross-tolerance (World
Health Organization 2012). In Finland, opioid agonist treatment was originally divided into
‘substitution treatment’ which aimed at rehabilitation and abstinence and ‘maintenance
treatment’ which aimed mostly towards harm reduction (Hermanson 2008). These
categories were removed when the new Decree of the Ministry of Social Affairs and Health
on the detoxification and substitution treatment of opioid addicts with certain medicinal
products (33/2008) came into effect in February 2008. Decree 33/2008 defines substitution
treatment as: “treatment of an opioid addict by using medicinal products containing
buprenorphine or methadone in which the objective is either, rehabilitation and a lifestyle
free of illegal drugs, or harm reduction and improved quality of life of the patient”
(Ministry of Social Affairs and Health 2008). As this is currently the official definition used
in Finland, this thesis uses this definition and the term ‘opioid substitution treatment’ when
referring to this treatment.

2.3.2 Efficacy and safety of buprenorphine

2.3.2.1 Single-ingredient buprenorphine
It was suggested as early as in the 1970s that buprenorphine may be a potential drug in the
treatment of opioid dependence due to its long duration of action, low potential for
producing physical dependence and low toxicity (Jasinski et al. 1978). It has been shown
that buprenorphine can suppress the self-administration of other opioid agonists and block
their effects (Martin et al. 1976, Jasinski et al. 1978, Bickel et al. 1988, Mello et al. 1982).
Currently it is known that buprenorphine can produce dependence as well (Eissenberg et
al. 1996) but most early research into the potential use of buprenorphine in OST programs
is still valid.

The majority of prominent studies examining the effects of buprenorphine in the
treatment of opioid dependence were published in the 1990s (Johnson et al. 1989, Fudala et
al. 1990, Lange et al. 1990, Johnson et al. 1992, Johnson et al. 1995b, Ling et al. 1998, Johnson
et al. 2000). They led to the conclusion that buprenorphine is a safe and effective medicine
in the treatment of opioid dependence. Johnson and colleagues reported that
buprenorphine-treated patients were more likely to remain on their initial dose and less
likely to request dose changes compared to placebo (Johnson et al. 1995b). Ling and
colleagues conducted a multicentre randomized clinical trial evaluating the safety and
efficacy of sublingual buprenorphine (1-16 mg/day) in the treatment of heroin dependence
(Ling et al. 1998). The authors concluded that buprenorphine was effective in retaining
patients in treatment, decreasing the number of opioid-positive urine samples and reducing
heroin  craving  as  well  as  ratings  for  the  severity  of  drug  problems  when  given  in  an
adequate dose (8 mg statistically more efficient than 1 mg/day). Buprenorphine treatment
has also been shown to improve patients’ clinical status, social adjustment and quality of
life (Maremmani et al. 2007). Mattick and colleagues reported that buprenorphine
improved patients’ self-reported HIV-risk behaviour and physical as well as psychological
health and also reduced criminal activity (Mattick et al. 2003). A large multicentre clinical
trial comparing buprenorphine (alone and in combination with naloxone) to placebo in the
treatment of heroin dependence had to be terminated early because active treatment had
markedly better efficacy than placebo in terms of opiate craving, patients’ overall status and
opioid-negative urine samples (Fudala et al. 2003). Similarly, the study by Schottenfeld and
colleagues was terminated earlier than planned because the outcomes of buprenorphine
treatment were superior compared to placebo and naltrexone, an opioid antagonist which
can be used for the treatment of opioid dependence (Schottenfeld et al. 2008). Most
commonly mentioned side-effects related to buprenorphine treatment include sedation,
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constipation, decreased libido, headache, withdrawal symptoms, pain, and insomnia (Mello
et al. 1982, Lange et al. 1990, Fudala et al. 2003). Ling and colleagues reported that most
adverse effects seen in their clinical trial were typical side effects of opioid treatment (Ling
et al. 1998).

Kakko and colleagues compared OST with buprenorphine to placebo in heroin users
(n=40) and reported 1-year treatment retention in the buprenorphine group to be 75%
compared with 0% in the placebo group (p=0.0001) (Kakko et al. 2003). Other studies have
reported generally lower retention rates which have varied between 38-62% (Johnson et al.
1992, Strain et al. 1994, Ling et al. 1998, Fischer et al. 1999, Johnson et al. 2000, Pani et al.
2000, Petitjean et al. 2001, Ahmadi 2002, Mattick et al. 2003, Cozzolino et al. 2006, Soyka et
al. 2008, Leonardi et al. 2008, Haddad et al. 2013). Various factors, such as buprenorphine
dose, length of study, inclusion criteria and other treatment given (e.g. psychosocial
support) may have a substantial impact on retention. Maremmani and colleagues reported
12-month treatment retention of 78% but they did not include the first 3 months of
treatment  which can be  a  critical  period for  retention (Maremmani  et  al.  2007).  A Finnish
study (n=30) examined the effectiveness of buprenorphine-based OST in buprenorphine
users and reported a 3-month retention of 100% (Aalto et al. 2011). At 12 months the
retention rate was 83%. Contrary to previous studies, study participants were dependent on
buprenorphine, not heroin as in most other studies. Studies comparing the effects of
different buprenorphine doses have usually indicated that larger doses produce better
treatment outcomes in heroin-dependent patients (Ling et al. 1998, Ahmadi 2002, Ahmadi
2003).

Compared to methadone, studies have shown that buprenorphine is equally effective
(Strain et al. 1994, Strain et al. 1996, Johnson et al. 2000, Ahmadi 2003, Vigezzi et al. 2006,
Maremmani et al. 2007, Soyka et al. 2008) or that methadone is more effective than
buprenorphine in retaining patients in treatment (Kosten et al. 1993, Ling et al. 1996, Fischer
et al. 1999, Pani et al. 2000, Petitjean et al. 2001, Mattick et al. 2003). Outcome measures
other than retention (e.g., opioid-positive urine samples, self-reported drug abuse, heroin
craving) have usually shown similar results between buprenorphine and methadone
treated patients (Pani et al. 2000, Petitjean et al. 2001, Mattick et al. 2003). Fischer and
colleagues reported lower retention (p<0.05) but otherwise better treatment outcomes
(lower level of illicit opioid use, p=0.04) in the buprenorphine group compared to the
methadone group (Fischer et al. 1999). It has been speculated that high attrition rates (44-
53%) in buprenorphine-treated patients may reflect inadequate dosing (Pani et al. 2000,
Petitjean et al. 2001). Lower induction doses of buprenorphine have been associated with
higher relapse rates (51% with 2 mg of buprenorphine vs. 21% with 10 mg dose) (Leonardi
et al. 2008). Soyka and colleagues conducted a randomised clinical study with a flexible
dosing regimen and found no differences in outcomes between methadone and
buprenorphine-treated patients (retention rates 55% vs. 48%, p=0.42) (Soyka et al. 2008).
Other possible reasons for lower retention in buprenorphine treatment include too slow
induction and patients being able to terminate buprenorphine treatment more easily on
their own compared to methadone due to milder withdrawal symptoms (Jones 2004).
Lower retention in buprenorphine treatment may be explained by differences in the effects
of buprenorphine and methadone, i.e., buprenorphine is a less reinforcing drug and
supresses withdrawal symptoms less completely compared to methadone (Bell 2012). A
systematic literature review examined the effects of buprenorphine in comparison to
placebo and methadone and concluded that buprenorphine was significantly more effective
in retaining patients in treatment compared to placebo but less effective than methadone
when administered at adequate doses (Mattick et al. 2008). Nevertheless, buprenorphine
may be more suitable in some settings due to its safety and the possibility of alternate-day
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administration (see 2.3.3). Buprenorphine is not very likely to cause overdoses due to the
ceiling effect on respiratory depression (Dahan 2006).

2.3.2.2 Buprenorphine-naloxone combination product
The buprenorphine-naloxone combination product has been reported to be equally
effective and safe compared to BUP (Harris et al. 2000, Fudala et al. 2003). A large,
multicentre  study  found  that  both  BUP  and  BNX  decreased  opioid  craving  (Fudala  et  al.
2003). The rates of adverse effects were similar and no differences in the proportions of
opioid-negative urine samples were detected between BNX and BUP-treated patients (18%
vs. 21%). Buprenorphine-naloxone reduced the reinforcing and subjective effects of heroin
(BNX doses 8/2 and 32/8 mg per day) and was well-tolerated among heroin-dependent
individuals (n=7) (Comer et al. 2005). A US study reported 2-year retention of 38% in office-
based BNX treatment (Fiellin et al. 2008). No serious adverse events directly related to BNX
were reported during the follow-up period over 2-5 years. A nationwide prospective
surveillance  study  in  Germany  reported  high  effectiveness  and  safety  of  BNX  in  routine
care (Apelt et al. 2013). The 12-month treatment retention was 57% and rates for serious and
non-serious adverse events were low (1.2% and 17.5%, respectively). Other studies have
similarly shown that BNX is a suitable treatment option in the primary health care setting
(Finch et al. 2007, Mintzer et al. 2007). Naloxone can produce dose-dependent sympathetic
activation with increases in heart rate, blood pressure and respiratory rate, which may be
unpleasant but are not dangerous (Mendelson & Jones 2003). Because buprenorphine’s half-
life is markedly longer than naloxone’s half-life (32 h vs. 1 h) and naloxone is poorly
absorbed when taken sublingually, buprenorphine effects dominate when the combination
product is taken sublingually (Chiang & Hawks 2003). However, there is evidence that
sublingual naloxone may precipitate withdrawal in heroin users and methadone-
maintained OST patients, at least in large doses (up to 8 mg, which is equivalent to 32 mg of
BNX) (Preston et al. 1990).

Compared to methadone, BNX produced similar treatment outcomes in terms of opioid-
negative urine samples, retention, concurrent drug abuse, medication compliance and
overall functioning (Kamien et al. 2008). An Italian 1-year follow-up study (n=3,812)
reported that retention in methadone vs. buprenorphine-naloxone treatment was similar
(p=0.369) but a higher percentage of BNX-treated patients was married, had higher
educational levels and lower rates of illicit drug abuse (p<0.001) (Curcio et al. 2011).
However, selection bias may have affected the results because it is possible that more stable
patients were selected to receive BNX. Buprenorphine-naloxone and methadone were
highly and equally effective in retaining patients in the treatment (retention rate 62-68%)
and reducing heroin abuse in a naturalistic study conducted in the UK (McKeganey et al.
2013). Methadone and stepped treatment using both BNX and methadone were equally
efficient in a 6-month follow-up study (overall retention 78%) but only 46% of patients in
the stepped care group remained on BNX while others were switched to methadone (Kakko
et al. 2007). In stepped treatment patients started taking BNX with flexible doses but they
could be transferred to methadone if necessary. BNX has been linked to better cognitive
functioning compared to methadone, at least in the early phase of OST (Rapeli et al. 2007).
However, it should be taken into consideration that in the study by Rapeli and colleagues,
most study participants reported buprenorphine as their primary opioid of abuse whereas
in other studies participants have been mainly heroin users, if not otherwise stated.

Originally, OST was developed for the treatment of heroin dependence but more
recently its efficacy in the treatment of PO dependence, including buprenorphine, has been
demonstrated (Ahmadi et al. 2003, Moore et al. 2007, Aalto et al. 2011). Findings from a
large randomized controlled trial suggest BNX treatment can assist PO users to reduce their
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opioid abuse (Weiss et al. 2011). However, when tapering off buprenorphine-naloxone, the
rate of unsuccessful outcomes was shown to be high (exceeding 90%).

Switch  from  BUP  to  BNX  has  been  shown  to  be  well-tolerated  and  adverse  effects,
including withdrawal symptoms, were mild and relatively rare in the observational study
conducted in Italy (n=77) (Magnelli et al. 2010). The average buprenorphine dose increased
from 7.3 mg/day to 12.7 mg/day. Other studies have reported similarly positive outcomes
related to the switch from BUP to the combination product (Bell et al. 2004, Stimolo et al.
2010, Montesano et al. 2010, Daulouede et al. 2010). However, dose adjustments may be
needed and both dose increases (Bell et al. 2004, Magnelli et al. 2010) as well as reductions
(Simojoki et al. 2008) have been reported. Amato reported that the switch was associated
with no problems in 50% of patients and that most patients (78%) did not experience any
withdrawal symptoms related to the combination product (Amato 2010). In the study by
Simojoki and colleagues, 50% of patients experienced adverse effects during the 4-week
follow-up period after the medication switch (Simojoki et al. 2008). However, during the 4-
month follow-up, only 27% reported adverse effects. A French trial examined medication
preferences among OST patients and reported that 54% of patients who switched to BNX
from BUP preferred BNX and 71% wished to continue treatment with it (Daulouede et al.
2010). Other studies have reported similarly high patient satisfaction with BNX treatment in
the office-based setting (Barry et al. 2007, Fiellin et al. 2008).

2.3.3 Clinical use of buprenorphine and OST practices
OST practices and delivery models vary from country to country due to different social,
political and professional determinants (Farrell et al. 2000, Fischer et al. 2002, Carrieri et al.
2006, Skretting & Rosenqvist 2010). In some jurisdictions, GPs and community pharmacies
have major roles whereas others rely mainly on specialized substance abuse treatment
units. In some countries, such as Russia, opioid agonist-based treatments are prohibited
(Carrieri et al. 2006). OST practices may change over time, e.g., in Nordic countries official
OST guidelines have become less strict in the recent years (Skretting & Rosenqvist 2010).
The WHO has given minimal as well as best practice recommendations for the provision of
OST in different settings (World Health Organization 2009). Due to its complex nature,
opioid dependence usually requires long-term treatment (World Health Organization
2004). Certain single treatment modalities are not effective for everyone and therefore,
different  treatment  options  should be  available.  The efficacy and safety  of  buprenorphine
(both BUP and BNX) have been demonstrated and it has been shown to have great
relevance for clinical practice (Soyka et al. 2011). Buprenorphine established its position as
OST medicine rapidly since its launch to the market in the late 1990s and early 2000s
(Jenkinson et al. 2005, de Wet et al. 2005). For example, in England the number of
buprenorphine prescriptions increased from 13% in 2001 to 23% of the total number of
opioid prescriptions for OST or opioid withdrawal treatment in 2003 (de Wet et al. 2005). In
the USA, the number of buprenorphine prescriptions increased from 48,000 prescriptions in
2003 (the year when buprenorphine products were launched to the USA market) to
1,911,000 prescriptions in 2007 (Mark et al. 2009). In 2005, BUP (Subutex®) had been
approved for the treatment of opioid dependence in 44 countries worldwide (Carrieri et al.
2006). In March 2005, buprenorphine was added to the WHO list of essential medicines (14th

Model  List  of  Essential  Medicines  LEM) (Herget  2005).  Nevertheless,  the  majority  of  OST
patients in Europe received methadone (60%), although variation between countries exists
(range between 19.3% of OST patients in Austria and 75.4% of OST patients in the UK)
(Dale-Perera et al. 2012).

Besides specialised substance abuse treatment units, buprenorphine is efficient and safe
in primary health care and office-based settings (Fiellin et al. 2002, Lintzeris et al. 2004,
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Carrieri et al. 2006, Fatseas & Auriacombe 2007, Fiellin et al. 2008, Gunderson & Fiellin
2008, Hersh et al. 2011, Kraus et al. 2011, Haddad et al. 2013). This enables new types of
clients to enrol into treatment and improves the flexibility of treatment. However, office-
based treatment is not suitable for all opioid users (Bell 2012). Opioid users with complex
problems require more structured treatment and possibly a more reinforcing medicine
(methadone). The longest experience of office-based buprenorphine treatment comes from
France where all GPs have been able to prescribe buprenorphine without any special
education since 1996 (Fatseas & Auriacombe 2007). In France, the introduction of
buprenorphine  led  to  an  increase  in  the  number  of  OST  patients  (from  14  to  69%)  and  a
decrease in the number of IDUs (from 55 to 22%) between 1995 and 1997 (Thirion et al.
2001). At the same time, the number of overdose deaths declined by 79% (Auriacombe et al.
2001). A review summarizing the French experience with office-based buprenorphine
treatment since its introduction until the early 2000s concluded that there are more societal
and individual-level benefits than problems related to it (Auriacombe et al. 2004). In
Sweden, the drug policy was liberalized in 2005 (Romelsjö et al. 2010). As a consequence,
the sales of OST medicines and number of patients increased more than three-fold and
opioid-related mortality and the number of hospitalizations reduced 20-30% between 2000
and 2006. However, buprenorphine/methadone related mortality increased from 9 cases in
1998 to 49 cases in 2006.

In Finland, OST programs with methadone and BUP were officially started in 1997
(Hakkarainen & Tigerstedt 2005). The buprenorphine-naloxone combination product was
first marketed in 2006. Since December 2007, it has been the only licit high-dose
buprenorphine product since BUP was withdrawn from the market due to widespread
abuse. In 2010, 60% of Finnish OST patients (estimated n=2000) were treated with BNX and
the rest were in methadone treatment (Varjonen et al. 2012). Single-ingredient
buprenorphine is used only for OST in pregnant women by special permission from the
Finnish Medicines Agency. OST services are regulated by the Decree of the Ministry of
Social Affairs and Health on the detoxification and substitution treatment of opioid addicts
with certain medicinal products (33/2008) (Ministry of Social Affairs and Health 2008). OST
can be started in a person with opioid dependence (F11.2x according to ICD-10), if
detoxification treatment has not been successful. Treatment begins with the assessment of
the treatment needs which can be done in either an outpatient or inpatient setting
(Varjonen et al. 2012). According to the Decree 33/2008, treatment can be initiated and
provided at a municipal health care centre, substance abuse treatment unit or prison health
care unit. Usually more demanding patients are treated in specialised health care and
others in the primary health care units (Varjonen et al. 2012). Often assessments and
treatment initiations are done in specialised health care units even though Decree 33/2008
recommends that only the ‘more demanding cases’ should be treated there. Because OST is
long-lasting, treatment should be provided close to patient’s place of residence. OST should
be  based  on  an  individual  treatment  plan  which  specifies  the  pharmacotherapy,  other
medical and psychosocial treatment as well as rehabilitation and treatment follow-up
(Ministry of Social Affairs and Health 2008). Unobserved doses to a maximum of 8 daily
doses (for special reasons up to 15 daily doses) can be given to patients showing good
treatment compliance.

Buprenorphine-based OST is started with an individually-tailored dose (most commonly
4 mg) which depends on the level of tolerance, the half-life and amount of opioids used and
the time since the most recent use (Johnson et al. 2003, World Health Organization 2009). It
has been recommended that patients should be in moderate withdrawal state before the
first buprenorphine dose is given (Kraus et al. 2011). The stabilization phase concentrates
on finding the optimal dose. Generally most patients can be stabilized on a dose of 8-24
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mg/day which is usually an adequate maintenance dose as well (World Health
Organization 2009, Kraus et al. 2011). The dose may need to be increased if illicit opioid
abuse continues (World Health Organization 2009). A survey was conducted among French
GPs in 2002, and it revealed that untrained GPs were especially prone to prescribing doses
of buprenorphine that were commonly ineffective (too low) (Feroni et al. 2005a). Authors
highlighted the need for clear guidelines and improved training for GPs. Buprenorphine is
also suitable for alternate-day or thrice-weekly dosing with similar retention compared to
daily dosing regimen (Johnson et al. 1995a, Schottenfeld et al. 2000, Mattick et al. 2003,
Marsch et al. 2005). Less-than-daily dosing has been associated with better compliance and
retention in buprenorphine treatment compared to daily dosing (Leonardi et al. 2008).
Amass and colleagues demonstrated the acceptability and efficacy of alternate-day dosing
of BNX as well (Amass et al. 2000). There is no information about the optimal duration of
OST but it can be long-term, even life-long (Kraus et al. 2011). Dose reductions should be
done gradually in order to prevent withdrawal and illicit use, and assure retention
(Johnson et al. 2003). Possible dose reduction schedules include equal reduction, such as 2
mg, or 50% dose reductions every 4-7 days or slower. Buprenorphine can also been safely
used in the treatment of certain subpopulations such as people with concurrent psychiatric
disorders, adolescents, older people, and people with HIV and liver disease although
further research is needed (Kraus et al. 2011). For pregnant women, buprenorphine without
naloxone is a safe and effective treatment option (Kraus et al. 2011, Jones et al. 2012).

Pharmacological treatment should be combined with psychosocial interventions, such as
cognitive and behavioural therapy and contingency management, or at least patients
should be offered the possibility to receive psychosocial treatment as well (World Health
Organization 2009, Soyka et al. 2011, Kraus et al. 2011). According to Finnish legislation,
psychosocial treatment is an essential part of OST (Ministry of Social Affairs and Health
2008). In international studies, the proportion of patients given/willing to receive
psychosocial support ranges between 24-100% (Leonardi et al. 2008, Amato 2010, Dale-
Perera et al. 2012, Haddad et al. 2013). Psychosocial support can improve the treatment
outcomes in terms of less craving and better retention (Leonardi et al. 2008, Haddad et al.
2013). However, no difference in treatment outcomes were detected between standard
medical  management  and  standard  treatment  plus  opioid  dependence  counseling  among
outpatient PO users treated with BNX (n=653) (Weiss et al. 2011). A systematic Cochrane
review reported that extra psychosocial interventions did not offer benefits compared to
standard treatment in terms of retention (risk ratio RR 1.03, 95% CI 0.98-1.07), opioid
abstinence during the treatment (RR 1.12, 95% CI 0.92-1.37) or any other outcome measures
used in the review (Amato et al. 2011). These results may be explained by the fact that
standard treatments already offer routinely counseling in addition to pharmacotherapy.

2.3.3.1 Unobserved dosing
Unobserved dosing in relation to OST refers to the daily administration of OST medicines
without direct supervision by treatment staff (Bell et al. 2004). It does not mean that
patients’ treatment is not supervised or monitored otherwise. A pilot study on
unsupervised BNX treatment showed that the combination product was well tolerated, 6-
month retention was high (88%) and unobserved dosing did not attenuate patients’ stability
(Bell et al. 2004). However, strict inclusion criteria were applied including at least part-time
employment and, therefore, only a small proportion of patients was eligible for the study.
According to a large European study which examined OST practices in 10 countries, 41.9%
of OST patients were under daily supervision (range 15.0-77.9%) (Dale-Perera et al. 2012).
Methadone-treated patients were more commonly supervised daily (48.2%) compared to
BUP or BNX-treated patients (42.4% and 22.8%, respectively).
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Unobserved dosing can offer substantial advantages compared to observed dosing such
as increased accessibility to OST (Bell et al. 2004, Gunderson et al. 2010), positive effect on
social and occupational rehabilitation, and less stigma related to OST (Bell et al. 2004,
Anstice et al. 2009). Daily visits to treatment centres can be problematic, especially for
persons living in rural, remote areas where travel distances to treatment centres are long
(Farrell et al. 2000, Webster 2013). Some patients want to isolate themselves from their
previous  ‘drug  using  life’  and,  therefore,  find  it  difficult  to  meet  other  OST  patients  or
former peers at the addiction clinics (Treloar et al. 2007, Anstice et al. 2009). Studies
comparing observed and unobserved dosing have found no differences in treatment-
retention or substance abuse (Fiellin et al. 2006, Bell et al. 2007, Moore et al. 2012). Holland
and colleagues found out that retention was better among those not supervised (89%)
compared to daily supervision (75%) even though all patients collected their medications
daily from community pharmacies (Holland et al. 2012). Bell and colleagues conducted a
cost-effectiveness analysis in conjunction with their clinical trial (Bell et al. 2007). Authors
concluded that as there were no differences in outcomes, simply the cost of treatment
matters, and unsupervised treatment was less costly compared to supervised treatment. In
the study by Barry and colleagues, patients who received weekly dispensing had a higher
mean overall satisfaction score on a 5-point scale compared to those receiving thrice weekly
dispensing (mean difference 4.9, p=0.03) (Barry et al. 2007). Other studies have not shown
statistically significant differences in treatment satisfaction (Holland et al. 2012, Moore et al.
2012) or quality of life scores (Bell et al. 2007) between unobserved and observed dosing
conditions. OST patients valued take-home allowances because of enhanced personal
freedom and flexibility, as well as convenience in terms of less travelling and better
employment opportunities (Stone & Fletcher 2003, Treloar et al. 2007, Madden et al. 2008).
Patients thought that unobserved dosing gave them the sense of being normal and ‘trusted’
and increased their treatment compliance. In general, OST patients considered the
possibility of unobserved dosing as an essential part of OST.

For long, direct observation of OST medication dosing has been the principal feature of
OST programs (Farrell et al. 1994, Bell et al. 2007). This was done in order to prevent the
abuse (e.g., injecting) or diversion of medicines. In France, the lack of supervision has been
associated with more illicit drug use and psychotropic drug use compared to a strict
treatment protocol among buprenorphine clients (Barrau et al. 2001). In order to reduce the
risk  of  diversion,  the  UK  national  guidelines  directed  GPs  to  utilize  arrangements  for
instalment dispensing and supervision of consumption in the late 1990s (Strang et al. 2007).
Between 1995 and 2005, the mean number of dispensings per week increased from 3.3 to
4.7, and the proportion of buprenorphine prescriptions dispensed supervised increased
from  0%  to  26%.  Diversion  by  selling  may  be  tempting  for  OST  patients  as  a  way  to  get
more income. For example, Finnish street buprenorphine users were willing to pay on
average €28 (±4) for one 8 mg buprenorphine tablet (Alho et al. 2007). On the other hand,
some OST patients do not want to receive take-home allowances presumably due to a fear
that medicines could be stolen or that they would be put under pressure to share their
medicines  with  or  sell  to  other  users  (Stone & Fletcher  2003).  Several  studies  have shown
the association between methadone take-home doses and diversion (Darke et al. 1996,
Lintzeris et al. 1999, Darke et al. 2002, Ritter & Di Natale 2005, Duffy & Baldwin 2012).
Ritter and Di Natale found a clear association between methadone injecting and less strict
jurisdictional methadone take-away policies between different Australian states (Ritter &
Di Natale 2005). However, authors stated that besides take-away policies, many other
things influence injecting, such as drug preference and availability as well as treatment
access. In addition, all the above mentioned studies concerned methadone, not
buprenorphine. Winstock and colleagues examined the prevalence of self-reported
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diversion among OST clients receiving their medicines from community pharmacies and
found out recent diversion was more than 10 times higher among buprenorphine clients
compared to methadone clients (Winstock et al. 2008). Authors speculated that this may be
due to relative ease of diverting a tablet compared to liquid, difficulties in supervising the
consumption of a sublingual tablet as well as less strict take-away policies concerning
buprenorphine compared to methadone. However, another Australian study reported that
entitlement to take-away doses did not predict injecting of BUP (OR 0.9, 95% CI 0.8-1.1) or
BNX (OR 1.1, 95% CI 1.0-1.2) among OST patients (Degenhardt et al. 2009).

Bell and colleagues reported that withdrawal of unobserved dosing as a punishment due
to violations against treatment guidelines can lead to significant drop-out from treatment
(6-month retention 22%) (Bell et al. 2008). French experience reveals that daily supervised
dosing  for  6  months  compared  to  2  weeks  at  the  beginning  of  buprenorphine-based  OST
may result in better retention (80% vs. 46 %) and lower proportion of opiate-positive urine
samples (14% vs. 18%) (Fatseas & Auriacombe 2007). Therefore, the manner in which take-
away doses are introduced to patients may have a substantial impact on treatment
outcomes. According to the Australasian clinical guidelines, appropriate patient selection,
transparent treatment guidelines and clinical monitoring are the key issues for successful
unobserved OST dosing (Winstock & Bell 2006). Take-away doses are only suitable for
patients in a stable clinical situation which includes social, personal and physical
functioning, as well as stability of psychosocial conditions, medicines and substance abuse
behaviour. Providing take-away doses to unstable patients is detrimental in terms of
patients’ treatment outcomes, and it can increase diversion and negative public opinion on
OST services. However, relapses are common among drug-dependent individuals and,
therefore,  in  case  of  instability,  supervised  dosing  should  be  reintroduced.  Involving
patients in all treatment-related decisions may reduce challenging clinical situations and
improve patients’ treatment compliance. Clinical guidelines defining the risk management
measures needed for prescribing take-away doses can be used to harmonize treatment
practices between different treatment providers (Bell 2010). They may also be efficient in
reducing diversion.

In recent years, there has been a trend towards less restrictive treatment policies. In
Finland, the decree regulating OST services was amended in February 2008 to become less
restrictive in order to improve access to OST, shorten waiting times and enable patients to
live as normal as possible (Hermanson 2008). Swedish drug policy was liberalized in 2005
and as a result, the use of take-away doses increased (Romelsjö et al. 2010). In addition, less
strict national guidelines resulted in an increase of OST and reductions in opioid-related
mortality and inpatient care while retention in treatment was unchanged. The decline in
mortality and inpatient care was especially pronounced in Stockholm County which had
the least restricted treatment policy. In the USA, the federal opioid treatment program
regulations were amended in the beginning of 2013 (Substance Abuse and Mental Health
Services Administration & Department of Health and Human Services 2012). This allows
programs to dispense buprenorphine more flexibly, since take-home doses of
buprenorphine can be dispensed to patients without temporal restrictions on treatment
duration. Authorities acknowledged the possibility of additional risk of diversion but
concluded that benefits of increased flexibility and access to treatment outweigh possible
risks.
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2.3.4 Diversion

2.3.4.1 Definition and frequency of diversion
There are various definitions of diversion. Carrieri and colleagues applied a broad
definition for buprenorphine diversion involving diversion to the black market, non-
adherence to physicians’ recommendations about the dose or the concurrent use of other
substances, and the use of buprenorphine by injection or snorting (Carrieri et al. 2006).
Dasgupta and colleagues defined diversion as “wilful illegal removal of a controlled
substance from the distribution chain or storage of the patient for whom it was prescribed,
for the purpose of distribution or sale, including acts by the patient” (Dasgupta et al. 2010).
Similar definitions have been used in other studies (Inciardi et al. 2007, Degenhardt et al.
2008, Larance et al. 2011b, Larance et al. 2011d). Stockpiling medicines for later use has also
been regarded as diversion (Bell 2010). Larance and colleagues reviewed different
definitions used for diversion in the scientific literature (Larance et al. 2011c). They
concluded that defining diversion as ‘not taking medicines as directed’ or ‘not complying
with all OST constraints’ is problematic because these definitions would not be exactly the
same everywhere due to variations in treatment guidelines. In addition, these definitions
do not separate situations where patients are noncompliant voluntarily (e.g., lack of
commitment, desire to divert) or due to service constraints. Authors recommended that
diversion should be defined as: “unsanctioned supply of regulated pharmaceuticals from
legal sources to the illicit drug market, or to a user for whom the drugs were not intended”
(Larance et al. 2011c). This definition has been used in this thesis.

Diversion can also occur during supervised dosing and it has been defined as “a client
removing  or  attempting  to  remove  a  supervised  methadone  or  buprenorphine  dose  from
the dosing site before the dose has been fully absorbed by the client” (Winstock et al.
2009b). Winstock and colleagues examined diversion methods and motivations at OST
clinics in Australia and found out that there seemed to be a misunderstanding between
clinicians and patients to what constitutes diversion (Winstock et al. 2009a). Authors
highlighted the need of consistent definition of diversion of supervised OST medicines and
recommended the term ‘non-adherence’ with dosing instructions to be used when referring
to diversion of supervised doses.

Winstock and colleagues examined 71 episodes of diversion during supervised dosing at
OST clinics in Sydney, Australia (Winstock et al. 2009a). Removal of buprenorphine from
the  mouth  (n=35)  and  secretion  of  buprenorphine  in  the  mouth  (n=32)  were  the  most
common methods of diversion. In almost half of the episodes (45%), patients denied the
diversion. The most commonly mentioned motivations for diversion were stockpiling for
later use (n=15) and discarding buprenorphine (n=11). Diversion as a form of ‘spit backs’
has  been  reported  in  another  Australian  study  as  well  (Aitken  et  al.  2008).  The  risk  of
microbiological contamination is especially high for this kind of diversion. In another
Australian study, 18% of buprenorphine-treated OST patients (n=98) reported ever
diverting their supervised buprenorphine dose and 15% reported doing it during the
previous 12 months (Winstock & Lea 2010). Diversion of supervised doses was more
common among buprenorphine patients compared to methadone patients. In an Australian
pharmacy survey, 46% of community pharmacies with buprenorphine clients reported
incidents of attempted diversion of supervised buprenorphine (Winstock et al. 2009b).

Diversion has always been a part of OST (Bell 2010). Historical overview of OST and
diversion indicates that opioid diversion occurs in proportion to the unobserved dosing of
opioids and in inverse proportion to the availability of heroin. Diversion is associated with
severe adverse consequences including fatal overdoses, increased prevalence of
dependence, injection-related harms like infectious diseases and vascular and soft tissue
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damage as well as negative public attitude towards OST (Degenhardt et al. 2008).
According to a large European study, 24.0% of OST patients reported ever having diverted
their OST medicines (range 15.6-39.1% of patients in different countries) (Dale-Perera et al.
2012). In the USA, all survey respondents who were aware of BNX (n=49) diverted it and
61% obtained the drug from an individual with legal prescription for it (Monte et al. 2009).
Twenty-eight percent of Australian OST patients (n=440) reported having diverted their
medicines during the previous 6 months (Larance et al. 2011b). There were no differences
between patients receiving methadone, BUP or BNX. Contrary to these findings, Winstock
and colleagues found that buprenorphine patients reported diverting their medicines
significantly more often during the previous 12 months compared to methadone patients
(23.8% vs. 2.2%) (Winstock et al. 2008). In legislation with buprenorphine by prescription,
buprenorphine diversion has been shown to be associated with social vulnerability and
prescriptions from multiple GPs (Carrieri et al. 2006).

Prescribers found it difficult to assess abuse and diversion among OST patients (Larance
et al. 2011d). About half (54%) were confident in assessing the risk of injection and even less
(37%) the risk of diversion. Prescribers perceived that diversion and IV-use were relatively
uncommon among buprenorphine patients (2-20% and 5% of patients, respectively). The
most  commonly  mentioned  sources  of  information  about  diversion  were  patients’  self-
report (51%) and pharmacist reports (49%). In the USA, physicians were more sceptical
since 46% of physicians believed that BNX is diverted and sold on the street and 53%
thought that the source of illegal BNX is OST patients (Johanson et al. 2012).

Doctor-shopping  can  be  regarded  as  a  subtype  of  diversion  and  it  means  that  OST
patients turn to several prescribers in order to get more buprenorphine than the prescribed
dose  (Feroni  et  al.  2005b).  This  is  possible  in  countries  such  as  France  where  GPs  can
prescribe buprenorphine and patients collect their medicines from community pharmacies.
A French study revealed that OST patients had on average 3.1 prescribers over the last 12
months in 2001 (Feroni et al. 2005b). However, consultations of several prescribers were
mostly successive rather than concomitant. Pradel and colleagues reported that the majority
of buprenorphine-treated OST patients (75%) had no overlapping prescriptions from
different physicians indicating no doctor-shopping behaviour (Pradel et al. 2009). It has
been estimated that about 13% of reimbursed buprenorphine prescriptions were obtained
by doctor-shopping in France in 2006 (Pauly et al. 2011). Nevertheless, high-dose
buprenorphine was most likely to be obtained through doctor-shopping and the second
most likely to be obtained by forged prescriptions compared to other opioid analgesics,
BZDs and methadone in France over 2006-2008 (Pauly et al. 2012).

2.3.4.2 Methods to prevent diversion
Besides supervision, various approaches have been suggested and used as ways to reduce
opioid diversion (Fudala & Johnson 2006, Katz et al. 2007, Bell 2010). These include both
general wide-ranging actions, such as educational programs for physicians, abuse-deterrent
formulations, prescription monitoring programs, supply chain interventions, and
restrictions on use, as well as patient-orientated approaches, such as careful screening and
monitoring of patients, urine drug screens, patient education, and the assessment and
treatment of comorbid conditions (Katz et al. 2007). Restrictions on use can refer to
tightening of regulatory controls or prescribing guidelines or restricting the use to
supervised settings (Fudala & Johnson 2006). Practical, traditional methods include tablet
counts, patient diaries and interviews, random drug testing and contracts between patients
and physicians (Fishman et al. 2000). According to a US survey, most pharmacies (74%)
were willing to conduct buprenorphine pill counts and five pharmacies were already
performing pill counts (Lofwall et al. 2010). In relation to buprenorphine, a widely used
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method to minimize diversion is ‘off-label’ crushing of buprenorphine tablets (Muhleisen et
al. 2003, Winstock et al. 2009b, Simojoki et al. 2010). According to Simojoki and colleagues,
there were no differences in serum buprenorphine or norbuprenorphine levels or in clinical
effects between crushed and whole tablets (Simojoki et al. 2010). A Finnish research group
recently developed a new analysis method for BNX in urine (Heikman et al. 2013). Authors
suggest that it may be possible to differentiate sublingual therapeutic use of BNX from its
parental use when analysing naloxone residual concentration and naloxone/buprenorphine
ratio in urine. In the future, this method could be used in detection of noncompliance
among BNX-treated OST patients. Non-compliance could serve as an indicator for intention
to diversion. In methadone treatment, dilution of methadone liquid is an easy way to
discourage injecting and indirectly also diversion (Bell 2010). Winstock and Lea highlighted
better supervision, standardized administration procedures and education as ways to
reduce buprenorphine diversion (Winstock & Lea 2010). The need of personnel and time
resources, as well as patient acceptability should be taken into account when planning new
attempts to prevent diversion.

Abuse-deterrent formulations (ADFs) are drug formulations developed to prevent the
tampering and abuse of drugs (Schaeffer 2012). Schaeffer (2012) divided ADFs into four
categories: physical or mechanical barrier, aversion or the addition of a noxious component,
agonist-antagonist combinations, and pro-drugs. Mechanical or physical barriers refer to
solid physical barriers which cover the tablets (e.g., extended release oxycodone) and to
viscous or semisolid gel formulations (e.g., controlled release oxycodone). These usually
prevent the release of active substances if tablets are crushed, chewed or attempting an
extraction (Katz et al. 2007, Schaeffer 2012). Manufacturers have added aversive
components and antagonists to products in order to make their abuse less rewarding
(Schaeffer 2012). The buprenorphine-naloxone combination product is an example of an
agonist-antagonist combination. Naloxone has also been combined with pentazocine,
tilidine, oxycodone and methadone (Fudala & Johnson 2006, Katz et al. 2007, Schaeffer
2012). An example of a product, which utilizes aversive components, is an immediate
release oxycodone which is formulated with several possibly aversive or irritating
components creating e.g., a burning sensation if snorted (Romach et al. 2013). Pro-drugs are
biologically inactive before being metabolized to the active form in the body (e.g.,
lisdexamphetamine for attention deficit/hyperactivity disorder). ADFs have been shown to
deter drug abuse; however, there are also reports of disadvantages, such as increased risk
of adverse effects for compliant patients and problems to swallow the tablets (Romach et al.
2013). Other drug formulations, such as transdermal or injectable sustained-release
formulations can also possibly decrease the abuse liability and diversion (Fudala & Johnson
2006). Buprenorphine films and implants have been developed as countermeasures against
abuse and diversion (Ling et al. 2010, Soyka 2012, Lintzeris et al. 2013). Whether these
formulations reduce the risk of diversion needs further studies.

More sophisticated methods include the use of radio frequency identification (RFID)
technology (Fudala & Johnson 2006). RFID technology can be used to track medicines in the
supply chain or individual dosage units given to end users. Similar technology has been
used in electronic adherence monitoring devices which usually contain microprocessors to
record the openings of devices in real time (Fishman et al. 2000). The most commonly
known  device  is  MEMS  (Medication  Event  Monitoring  System)  by  Aprex  Corp.  These
kinds of devices provide information about container openings but not about ingestion or
other possible routes of administration or the number of tablets (dose) taken. There are few
publications about the use of electronic monitoring devices as part of OST but they have
used devices in collecting reliable adherence data and have not aimed towards preventing
diversion or abuse (Arnsten et al. 2001, Fiellin et al. 2006, Sorensen et al. 2007). A small
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Finnish study (n=12) found that electronic monitoring devices were well-accepted among
OST patients, they increased treatment compliance and three patients reported that devices
had prevented them from diverting BNX (Tacke et al. 2009).

Possible strategies to prevent diversion in countries where buprenorphine prescribing is
possible  include  increased  patient  monitoring,  shorter  duration  of  prescriptions  and
enhanced  training  of  GPs  (Carrieri  et  al.  2006).  Training  as  a  means  to  prevent  diversion
was examined in the study by Lofwall and colleagues (Lofwall et al. 2011). They
demonstrated that physicians’ knowledge about buprenorphine pharmacology and OST
legislation was poor but improved markedly during an educational intervention. Authors
speculated that improved OST practices may result in decreased risk of diversion but this
was not examined in the study per se. There is evidence that a prescription monitoring
program implemented in the French region of the Bouches-du-Rhône in 2004 was able to
decrease doctor-shopping quantity and ratio, which were used as indicators to measure the
impact of program (Pradel et al. 2009). French authorities have successfully used doctor-
shopping indicator and clustering method in the surveillance of buprenorphine abuse and
diversion in the population level (Pauly et al. 2011). In the USA, monitoring programs
utilizing data from poison centres and emergency departments have been successfully used
as indicators for PO abuse (Hughes et al. 2007). However, their ability to serve as an
indicator of diversion is unclear. The company marketing buprenorphine products (Reckitt
Benckiser Pharmaceuticals Inc.) has a risk management program which aims to monitor
and  prevent  the  diversion  of  buprenorphine  in  the  USA  (McCormick  et  al.  2009).  The
program includes monitoring the distribution of buprenorphine products, educational
activities and different surveillance methods. Risk management aims to minimize harms
associated with the use of opioids while maintaining the requisite access to treatment at the
same time (Katz et al. 2007). A sample of US physicians who had prescribed buprenorphine
was asked what steps they had taken to reduce the abuse and diversion (Yang et al. 2013).
Respondents reported taking a mean of 4.4 steps from a pre-specified 12-steps list. Most
commonly mentioned steps were limiting 30-day prescriptions to compliant patients (72%),
prescribing the lowest effective dose (61%) and requiring regular drug screening (59%).
Actions which required coordination with other staff or units, e.g., counseling, were
underutilized. In addition, authors highlighted that methods included in the list have not
been scientifically proven to reduce diversion.

The most common reason for taking diverted buprenorphine or methadone was self-
treatment of withdrawal symptoms or opioid dependence due to not being able or willing
to get into treatment (Gwin Mitchell et al. 2009). In the study by Lofwall and Havens,
inability to access buprenorphine treatment was a predictor of diverted buprenorphine use
(OR 7.3, 95% CI 2.1-25.8) (Lofwall & Havens 2012). In a qualitative study done in New York
City,  NEP clients  felt  that  the  lack of  access  to  buprenorphine treatment  was a  reason for
buprenorphine diversion from treatment programs (Sohler et al. 2013).  To address the
barriers  to  OST  entry  (e.g.,  lowering  the  threshold  of  treatment,  shortening  the  waiting
time, reducing the costs of treatment) may serve as a way to prevent diversion (Gwin
Mitchell et al. 2009, Lofwall & Havens 2012).

The battle against diversion is ongoing and there are no easy answers. Approaches
which are too controlling or restrictive will compromise the acceptance of treatment and in
the opposite situation, the harms of diversion will be predominant (Bell 2010). The
prevalence of drug abuse as a medical condition in society is likely to remain relatively
constant (Romach et al. 2013). When restricting the availability or abuse potential of one
substance, it will be replaced by another substance with lower cost and better availability
(Cicero et al. 2012, Unick et al. 2013). This has been the case in the USA, where abuse-
deterrent formulation of oxycodone reduced the abuse of oxycodone and, as a consequence,
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heroin abuse has increased (Cicero et al. 2012). Therefore, as long as opioids are used, there
will be diversion, especially when dosing is not directly supervised (Bell 2010). The key is
to find the balance between benefits and harms in consensus with all parties involved.

2.3.5 The role of community pharmacies in OST provision
Community  pharmacies  have  been  involved  in  methadone  dispensing  to  OST  clients  in
Denmark in the late 1960s (Farrell et al. 2000). Since the late 1960s, there have also been
small community pharmacy-based methadone programs in the USA and Australia
(Bowden et al. 1976, Berbatis et al. 2005). Bowden and colleagues described a one-year
follow-up of 96 clients who received their methadone from community pharmacies in San
Antonio, US between 1970 and 1971 (Bowden et al. 1976). The authors concluded that
treatment outcomes were similar compared to traditional programs, 1-year retention was
70% and methadone security was not a problem. More recently, pharmacies are involved in
OST provision in Canada (Buxton et al. 2010), the USA (Gunderson & Fiellin 2008), New
Zealand (Walters et al. 2012), Australia (Lawrinson et al. 2008, Chaar et al. 2011) and many
European countries such as Belgium, Germany, the UK, Ireland, Spain, France, and Austria
(Farrell et al. 2000). Services provided by pharmacies include dispensing, supervising
consumption, counseling, monitoring treatment, identifying problems and reporting them
to physicians (Farrell et al. 2000). However, there are differences in the role of community
pharmacies in provision of these services between countries (Berbatis et al. 2005). In some
countries, such as the USA, pharmacies concentrate purely on dispensing whereas
pharmacies have more clinical duties in some other countries, such as France, the UK and
Australia (Berbatis et al. 2005, Gunderson & Fiellin 2008). Pharmacy-based OST provision
offers many advantages such as reduced costs and work load in treatment units, increased
capacity for new clients, convenient location with flexible dosing and reduced stigma
(Chaar et al. 2011).

The main pharmacy surveys examining community pharmacy-based OST services which
were published within the last 10 years have been described in Table 3. Most of these
studies were conducted in the UK and Australia. Experience from these countries suggests
that the number of clients per pharmacy was usually relatively low (<10) (Nielsen et al.
2007a, Sheridan et al. 2007, Lawrinson et al. 2008), however, some pharmacies have larger
OST programs, e.g., the mean number of OST clients per pharmacy was 24-26 in Victoria,
Australia (Nielsen et al. 2007a, Winstock et al. 2010). The number of pharmacies providing
OST and the number of clients using these services have been on the increase (Sheridan et
al. 2007, Matheson et al. 2007). In England, the proportion of community pharmacies
dispensing OST medicines had increased from 51% to 62% between 1995 and 2005
(p<0.0001) (Sheridan et al. 2007). The mean number of clients per pharmacy had increased
from 5.9 in 1995 to 9.2 in 2005 (p<0.0001). In Scotland, the proportion of pharmacies
dispensing OST medicines had increased from 59% in 1995 to 83% in 2006 (Matheson et al.
2007). In Switzerland and Australia, almost 70% of OST clients were treated in community
pharmacies (Samitca et al. 2007, Lawrinson et al. 2008). In 2003, 81% of Swiss pharmacies in
the Canton of Vaud were providing OST (Samitca et al. 2007). However, only 10% of
Portuguese pharmacies were involved in OST in 2008 (Torre et al. 2010). There are also
differences in medications pharmacies are allowed to dispense. For example, in Australia
and the UK, both methadone and buprenorphine can be dispensed (Sheridan et al. 2007,
Lawrinson  et  al.  2008),  whereas  in  the  USA  only  buprenorphine  (mostly  BNX)  can  be
dispensed from community pharmacies (Gunderson & Fiellin 2008).

In Finland, dispensing of BNX from community pharmacies has been possible since
February 2008 (Ministry of Social Affairs and Health 2008). According to the Decree
33/2008, clients need to sign a contract which compels them to be prescribed by a single
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physician and for  all  OST medicines  to  be  dispensed from the same pharmacy.  Physician
can determine the time intervals between medication supplies and information on
treatment can be exchanged between physician and pharmacy. If problems occur, clients
can be reassigned to their treatment service units for supervised or unsupervised treatment.
Pharmacists  do  not  supervise  the  consumption  of  BNX.  In  August  2009,  OST  clients
collecting BNX from community pharmacies were entitled to receive a reimbursement by
the  Social  Insurance  Institution  of  Finland  (SII).  The  number  of  clients  entitled  to  this
reimbursement increased from 31 in 2009 to 135 in 2012 (Social Insurance Institute 2013).

Winstock and colleagues examined OST-related problems experienced by community
pharmacies in Australia (Winstock et al. 2010). During the previous month, 41% of
respondents had refused to dose a client for any reason and 14% had terminated a client’s
treatment. Most commonly reported reasons were inappropriate behaviour, missed doses
and non-payment of dispensing fees. In general, the most commonly mentioned problems
were difficulty contacting prescriber and giving take-away doses to unstable clients (21%
and 19%, respectively). Contrasting results regarding OST-related problems in community
pharmacies have been published. In the USA, 85% of pharmacists reported that BNX clients
had not caused problems in pharmacies (Raisch et al. 2005). Contrary to these findings, a
Swiss study reported that 83% of pharmacists had experienced some problems related to
methadone treatment supervision (Samitca et al. 2007). The most commonly mentioned
problems were lack of follow-up by physicians (50%), time needed for supervision (41%)
and  difficult  relationships  (32%).  In  the  study  by  Lawrinson  and  colleagues,  the  most
commonly mentioned problems related to OST were argumentative behaviour (50%),
disturbances by clients (46%), thefts (38%) and aggressive behaviour (38%) (Lawrinson et
al. 2008). Thirty percent of pharmacists had detected diversion of methadone or
buprenorphine.  In  the  study  by  Nielsen  and  colleagues,  the  most  commonly  mentioned
concern about OST was related to diversion (Nielsen et al. 2007a). The rate of suspected
diversion was 33 per 100 clients per month. The most commonly mentioned reason clients
gave for diversion was saving the dose for later use (60%). The number of OST clients
served by a pharmacy seems to be associated with the frequency of problems and diversion
(more clients, more problems) (Winstock et al. 2010, Lawrinson et al. 2008).

About 70% of pharmacists in Australia and Scotland have received OST training
(Matheson et al. 2007, Lawrinson et al. 2008). However, in other countries, pharmacists’
need for more training related to OST and/or other services for drug users has been
identified as a target for development (Samitca et al. 2007, Torre et al. 2010). A study
conducted in the USA revealed that 68% of pharmacists had received two hours or less of
addiction education during their studies (Lafferty et al. 2006). Their knowledge of addiction
and substance abuse was relatively poor but improved with more education. Training was
also  associated  with  the  frequency  of  counseling  individuals  with  substance  abuse
problems. In New Zealand, an online training program turned out to be a feasible method
for improving pharmacists’ knowledge about OST (Walters et al. 2012). Lack of training
may have a negative impact on pharmacies’ willingness to provide OST services (Chaar et
al. 2013).

Supervised methadone consumption was provided by 19% of pharmacies in Scotland in
1995 (Matheson et al. 1999). In 2005, the proportion had increased to 72% (Matheson et al.
2007). In 2005, 59% of community pharmacies in the UK were involved in supervising the
consumption of OST medicines (Sheridan et al. 2007). In addition, 82% of pharmacists
considered supervision as an appropriate task for pharmacists. Some respondents were also
supportive for newer roles, such as supervising medications for comorbidity or providing
hepatitis B vaccinations (48% and 25%, respectively). According to OST clients, pharmacists
usually  require  them to  stay at  the  pharmacy until  the  dose  is  absorbed but  do not  check
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their mouth before leaving (50%) (Lea et al. 2008). Pharmacists in a Swiss study perceived
that they have a central role in the supervision of OST, as well as the assessment of clients’
compliance, health and wellbeing (Samitca et al. 2007). However, pharmacists felt that they
were not fully integrated with the care providers and would like to contribute even more to
the treatment of drug users. Difficulties in contacting the prescriber and problems with
communication have been reported in both Switzerland and Australia (Samitca et al. 2007,
Winstock et al. 2010).

Pharmacists had generally positive attitude towards OST services and 64% of them were
willing to take new OST clients in an Australian study (Lawrinson et al. 2008). As the
provision of OST has expanded, pharmacists’ attitudes towards this service have improved
(Matheson et al. 2007, Sheridan et al. 2007). McCormick and colleagues have reported
similar  results  (McCormick  et  al.  2006).  In  addition,  those  pharmacists  providing  OST
services had significantly higher attitude scores compared with those not involved in OST
(p<0.05) (Matheson et al. 2007, Luty et al. 2010). The attitudes of treatment staff have been
shown to be associated with OST practices and clients’ outcomes in substance abuse
treatment centers (Gjersing et al. 2010). A Scottish study revealed that other pharmacy
customers have expressed generally supportive opinions on drug misuse services provided
by community pharmacies considering that there was a private area for drug consumption
(Lawrie et al. 2004). Clients of these services were also worried about privacy in the
pharmacy (Lea et al. 2008). Other commonly mentioned problems were the high cost of
treatment and not being treated the same as other pharmacy customers. Problems with
privacy and concerns about pharmacists’ knowledge were the main barriers OST clients
mentioned for accessing help from pharmacists (Sheridan et al. 2005).  Nevertheless, clients
were generally satisfied with OST services (mean score 8.1/10, 10=excellent) (Lea et al.
2008). Ezard and colleagues have reported similar results (Ezard et al. 1999). Pharmacy
dispensing fees may be an important barrier for OST clients accessing treatment (Chaar et
al. 2011). Winstock and colleagues examined the dispensing fees related to community
pharmacy-based OST and found that dispensing fees for methadone and buprenorphine
were similar, even though buprenorphine clients had a lower frequency of dosing
(Winstock et al. 2007). However, the length of time needed for consumption should also be
taken into consideration. Disintegration time of BNX tablet can take up to 20 minutes
(Tacke et al. 2009). Seventy percent of pharmacists responded that the time needed to
supervise dosing was a negative aspect of buprenorphine treatment (Nielsen et al. 2007a).
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2.4 Rationale of the study
The abuse potential of buprenorphine has been demonstrated in several studies. In
addition, the abuse of buprenorphine has been reported in many countries. However,
studies examining the characteristics of buprenorphine users have been small, cross-
sectional or had short follow-up periods. Several studies have concentrated on the abuse of
buprenorphine merely among patients receiving buprenorphine for the treatment of opioid
dependence. Previous internationally published studies examining buprenorphine abuse in
Finland are relatively scarce. Social, health and treatment-related characteristics of persons
who abuse buprenorphine are not well established. Characteristics of heroin users and PO
users have been examined extensively; however, there is evidence that different subgroups
of  users  exist,  even within the  group of  PO users.  Clinical  characteristics  of  persons  with
substance abuse problems may be associated with successful treatment outcome. Exploring
the changes in characteristics can provide information on drug use trends. Therefore,
examining  the  characteristics  of  buprenorphine  users  is  important  for  both  clinicians  and
policy makers.

The provision of OST carries the risk of abuse and diversion of OST medicines, especially
if unobserved doses are granted. On the other hand, providing the possibility for take-
home  dosing  is  an  important  part  of  OST  and  supports  the  social  and  occupational
reintegration of patients into society. The challenge is to provide take-home doses in a safe
and  monitored  manner.  The  feasibility  of  novel  methods  such  as  electronic  devices  in
resolving clinical challenges related to unobserved dosing should be examined.
Community  pharmacies  offer  a  possibility  for  less  restricted  provision  of  OST.  In  many
countries community pharmacies have major involvement in the treatment of opioid
dependence. Community pharmacy -based provision of OST has not been studied in
Finland.
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3 Aims of the Study

The general aim of this thesis was to explore and describe the abuse of buprenorphine in
Finland and possibilities for improving unobserved buprenorphine dosing in OST. This
thesis examined the characteristics of persons who sought treatment for buprenorphine
abuse. In addition, the thesis explored possibilities for improved unobserved dosing in OST
with  electronic  medicine  dispensers  and  the  provision  of  OST  from  Finnish  community
pharmacies.

The specific aims of the study were:

1. To explore the trend in proportions and characteristics of clients seeking treatment
for  buprenorphine  abuse  and  compare  them  to  those  seeking  treatment  for  heroin
and amphetamine abuse (I)

2. To examine the social, health and treatment-related factors associated with
buprenorphine compared to amphetamine abuse (II)

3. To investigate whether electronic medicine dispensers can reduce the diversion of
take-home buprenorphine-naloxone in OST patients in a medium-sized Finnish city
(III); and

4. To explore the buprenorphine-naloxone dispensing practices, service experiences,
problems encountered and opportunities for future development in Finnish
community pharmacies (IV)



49

4 Methods

The thesis utilized a range of data collection methods (Table 4). Studies I and II were based
on the data collected at the Helsinki Deaconess Institute between January 31, 1997 and
August  31,  2008.  Study  III  was  an  open-label  clinical  study  with  a  four-month  follow-up
period. Study III also included a survey which was conducted in the local needle exchange
service during the two-week periods in August 2010 and December 2010. Information on
the drug screens taken at the Kuopio University Hospital was collected between July 2010
and April 2011. Study IV was a cross-sectional postal survey to Finnish community
pharmacies in August 2011.

Table 4. Summary of study designs, study participants, data collection methods and study
periods included in the thesis

Study Design Study period Study participants Data collection
method

I A descriptive
study over a
12-year
period

January 31, 1997 -
August 31, 2008

Clients seeking treatment
for buprenorphine
(n=780), amphetamine
(n=1249) or heroin
(n=598) abuse

Structured clinical
interviews (The Huuti
study)

II A cross-
sectional
study

January 1, 2001 - August
31, 2008

Clients seeking treatment
for buprenorphine
(n=670) or amphetamine
(n=557) abuse

Structured clinical
interviews (The Huuti
study)

III An open-
label clinical
studya

September 2010-January
2011 (intervention)

August and December
2010 (NEP survey)

July 1, 2010-April 30,
2011 (drug screen data
collection period)

BNX-treated OST
patients eligible for take-
home dosing (n=37)

Questionnaires

Drug screen data from
the Kuopio University
Hospital

IV A cross-
sectional
survey

August 2011 Finnish community
pharmacies that had
dispensed
buprenorphine-naloxone
to OST clients (n=54)

Questionnaire

BNX: buprenorphine-naloxone combination product, NEP: needle exchange program, OST: opioid substitution treatment
a In addition to the study intervention, data were collected from the needle exchange service and the Kuopio University
Hospital.
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4.1 HUUTI STUDY (I, II)

4.1.1 Description of the study
The Huuti study is a large consortium project examining drug abuse and addiction in
Finland. The epidemiological part of Huuti study utilizes data collected at the Helsinki
Deaconess Institute (HDI) between January 31, 1997 and August 31, 2008. It contains
information on all clients seeking treatment during this time period (n=4,817). Originally
data  were  collected  for  the  purposes  of  clinical  practice.  The  HDI  is  a  large  public  utility
foundation that provides inpatient and outpatient treatment services for persons with
alcohol  and  other  substance  abuse  disorders.  Services  are  provided  to  clients  from  the
greater Helsinki metropolitan area, including Espoo, Vantaa and eight other nearby
municipalities (Kerava, Kirkkonummi, Porvoo, Nurmijärvi, Järvenpää, Lohja, Hyvinkää,
and Tuusula). Overall population of this area is estimated to be 1.3 million. Clients of the
HDI were self-referred, referred by, or transferred from other treatment units. These data
were used in two publications (studies I and II).

4.1.2 Data collection
All clients were interviewed as part of routine clinical practice by specialist physicians and
nurses. Data were collected using a structured questionnaire at each client’s initial visit to
HDI.  The  Huuti  questionnaire  included  adapted  versions  of  the  European  Addiction
Severity Index (EuropASI) and Treatment Demand Indicator. The EuropASI is a European
version of Addiction Severity Index (McLellan et al. 1980, Blacken et al. 1994). The
Treatment  Demand  Indicator  is  used  by  the  European  Monitoring  Centre  for  Drugs  and
Drug  Addiction  (Simon  et  al.  1999,  European  Monitoring  Centre  for  Drugs  and  Drug
Addiction 2000). The Huuti questionnaire included questions regarding each client’s
demographics, substance abuse behaviour, social and health conditions and treatment-
related factors. If the questionnaire was not fully completed during a client’s initial visit,
missing  data  were  collected  during  a  client’s  subsequent  consultations  if  they  occurred
within the following three months of the initial consultation. Data pertaining to each
client’s  age,  current  substance  abuse  behaviour  and  health  and  social  state  were  only
recorded during the initial visit. Each client was included in the analyses only once even if
they had repeat consultations at the HDI.

4.1.3 Study population
Each client's primary drug of abuse was defined using the Treatment Demand Indicator
definition as the drug causing the client the most problems. This was defined by clients
themselves  or  by  diagnoses  based  on  ICD-10.  According  to  the  primary  drug  of  abuse,
clients were categorized as buprenorphine, amphetamine or heroin clients. These
substances  were  selected  because  they  caused  most  substance  abuse  problems  in  Finland
and formed the largest client groups in the data. The users of BUP and BNX could not be
separated from each other and, therefore, the group of buprenorphine clients encompassed
all buprenorphine users. Study I included clients seeking treatment for buprenorphine
(n=780), amphetamine (n=1249) or heroin (n=598) abuse between 1997 and 2008. For study
II, clients seeking treatment for buprenorphine (n=670) or amphetamine (n=557) abuse
between January 1, 2001 and August 31, 2008 were included. The study sample was
restricted to this time period because more comprehensive data collection was conducted
from 2001 onwards. In addition, the number of buprenorphine clients increased sharply in
2000. Amphetamine was the most commonly used illicit drug among Finnish problem drug
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users in 2005 (80% of all problem drug users) (Partanen et al. 2007) and, therefore,
amphetamine users  were  selected as  the  comparison group.  Comparisons  to  other  opioid
users were not possible due to low number of clients seeking treatment for abuse of other
opioids between 2001 and 2008 (heroin users n=95, other opioid users n=32).

4.1.4 Measures and definitions
For  the  purposes  of  this  thesis,  the  terms  abuse  and  harmful  use  were  considered  as
synonymous with each other. The WHO defines harmful use as a pattern of harmful
psychoactive substance use causing damage to health (World Health Organization 2012).
The detailed descriptions and categories of variables used in the analyses are shown in
Table 5. Clients were asked to report primary and secondary drugs of abuse at the time of
the interview as well as other concurrent substance abuse over the past month. Substance
categories were alcohol, opioids (heroin, opium, morphine, ethylmorphine, codeine,
oxycodone, methadone, buprenorphine, pethidine, tramadol, fentanyl,
dextropropoxyphene, pentazocine, other opioids), stimulants (cocaine, amphetamine,
metamphetamine, MDMA, other stimulants), cannabis and prescription medicines
(barbiturates, BZDs, neuroleptics, other hypnotics and sedatives). The source of substances
was not defined (e.g. legal prescription, street market). Psychiatric symptoms were assessed
according to clients’ self-report and clinical diagnosis by treatment staff. Validated scales
were not used consistently because data were collected as part of clinical practice. Medical
comorbidity was assessed according to clients’ self-report and staff evaluation based on
client’s blood pressure, pulse, weight, infections, temperature, and condition of skin. Based
on the information from the interviews, clients were referred to appropriate treatment
either in HDI’s treatment facilities (outpatient or inpatient care) or in alternative treatment
units.
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Table 5. The description of variables included in the Huuti questionnaire

Variables Descriptions

Demographics

Sex Male, female
Age Age at the time of interview
Nationality Finnish, other
Housing Being able to report address (yes vs. no)
Marital status Married (including those cohabiting) vs. non-married (single,

divorced, separated, widowed)
Children under 18 years Yes vs. no
Educational level Basic (elementary school or less) vs. higher (high school, vocational

training, university)
Vocational status Employed vs. not employed (unemployed, student,

housewife/husband, retired)
Main source of income Salary vs. social benefits (pension, income support, unemployment

benefit)
Substance abuse behaviour

Route of administrationa Intravenous vs. other (oral, intranasal, smoking)
Frequency of usea Daily vs. non-daily (2-6 times per week, once per week or less, no

use during the previous month)
Age when started drug abuse Age when started the primary drug of abuse, age when first used

drugs/medicines
Concurrent substance abuse Last month (yes vs. no), drugs used
Injecting Life-time, last month (yes vs. no)
Sharing needles/syringes Life-time (yes vs. no)
Number of drug free months During last year (0-12)
Duration of primary drug abuse The difference between the onset of primary drug abuse and the

initial visit to HDI (years)
Social and health conditions

Threat of violence Threatened by violence by anyone (yes vs. no)
Smoking Current status (yes vs. no)
Psychotic symptoms When using drugs, at other times presently or during the previous 3

months (yes vs. no)
Depressive symptoms Presently or during the previous 3 months (yes vs. no)
Suicidal thoughts Presently or during the previous 3 months (yes vs. no)
Suicide attempts Life-time (yes vs. no)
Medical comorbidity No vs. yes (i.e. having an acute or chronic disease)

Treatment-related factors

Guidance for treatment Self-referred vs. by family/friends vs. by authorities (health/social
care unit, police or employer)

Main reason for seeking
treatment

Substance abuse vs. other (physical, psychiatric, social)

In treatment currently elsewhere Yes vs. no
Referral to treatment Outpatient, inpatient vs. other (consulting, guided elsewhere)

HDI: Helsinki Deaconess Institute
a Separately for primary and secondary drug of abuse.

4.2 ELECTRONIC MEDICINE DISPENSERS IN OPIOID SUBSTITUTION
TREATMENT (III)

4.2.1 Study setting
The  study  was  conducted  in  Kuopio  which  is  a  city  of  90,000  inhabitants  situated  in  a
predominantly rural area in Eastern Finland. This study was a naturalistic, open-label trial
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examining the use of EMDs in OST. There were three treatment units providing OST in
Kuopio:  the  addiction  psychiatry  outpatient  clinic  of  the  Kuopio  University  Hospital,  the
Kuopio region addiction services trust, and the health center of the Kuopio municipality.
Besides these services, three local community pharmacies dispensed BNX to OST clients. In
addition to the trial, a survey was conducted at the local needle exchange service (NEP
survey) and drug screens data from the emergency department and the intensive care unit
of the Kuopio University Hospital were analysed. The Kuopio University Hospital was the
only local provider of acute and emergency services in the study region.

4.2.2 Study participants
All OST patients who were registered at the treatment-services and eligible for the study
were asked to participate. Inclusion criteria were the following: (1) diagnosis of opioid
dependence (F11.22) according to ICD-10 criteria; (2) a stable dose of BNX; (3) OST started
at least 1 month before the initiation of the study; and (4) one or more take-home
allowance(s) per week. All patients were asked to give a written informed consent. Patients
not meeting the inclusion criteria at the time of study initiation (August-September 2010)
were included in the study later, if they became eligible and were willing to participate.

4.2.3 Electronic medicine dispenser
The  EMD  used  in  the  study  was  the  Med-O-Wheel  Smart  by  Addoz  Ltd.  Detailed
information about the device can be found from company’s website (Addoz Ltd. 2013). The
device is made from hard plastic and includes a locking system to prevent tampering and
access to tablets outside the pre-set time window. BNX tablets were removed from blisters
and the daily doses were put into the compartments of the dosage cassettes. A maximum of
daily doses for one week was dispensed at once to ensure the stability of BNX tablets.
EMDs were loaded and programmed by treatment staff (nurses, pharmacists). These
procedures took approximately 5–10 minutes per device, depending on the dose of the
individual patient. The compartment with the appropriate daily dose could be moved into
the opening position by pressing the cover of the device, which was only possible during a
3-hour time window around the pre-set dosing time. Dispensers were programmed
according to patients' individual dosing times. After the time window, the device was
“closed” automatically and tablets were inaccessible until the next dosing time. Missed or
skipped doses remained locked within the EMD.

4.2.4 Procedures
A  diagram  of  study  procedures  is  shown  in  Figure  1.  In  August  and  September  2010  all
eligible patients were asked to participate in the study.  Few weeks later, dispensing of
BNX  take-home  doses  in  EMDs  was  started  and  continued  for  the  next  4  months.  Aside
from this, normal standard care was continued, including the possibility for an increase or
decrease in the number of take-home allowances. All study protocol violations such
skipped doses or tampering with the device were handled according to unit-specific
treatment guidelines. The most usual consequence was the reduction of take-home
allowances. In case of revocation of all take-home allowances, EMD dispensing was ceased
and reintroduced if take-home allowances were granted again. During the intervention
phase, EMDs were provided to all OST patients with BNX take-home doses in the
municipality  as  part  of  routine  clinical  care,  regardless  of  their  participation  in  the  study
per se. This way we ensured that during the intervention phase no unobserved BNX doses
were dispensed without EMDs in the city of Kuopio. At the end of intervention period in
January 2011, patients were asked to fill in a questionnaire to give their opinions on EMD
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use.  A slightly  modified questionnaire  was distributed among treatment  staff  involved in
the study (nurses and pharmacists).

The NEP survey was conducted in the only needle exchange service located in Kuopio.
Anonymous  questionnaires  were  handed  out  in  the  NEP  during  the  two  2-week  periods
before EMD use in August 2010 (pre-EMD phase) and during EMD use December 2010
(EMD phase). All clients visiting the service during these study periods were asked to fill in
the questionnaire. The questionnaire was developed according to questions used in a
previous Finnish study examining buprenorphine abuse among NEP clients (Alho et al.
2007). To ensure the content validity, the questionnaire was developed in close
collaboration with service-staff (nurses and physicians).

Information on the  drug screens  taken at  the  emergency department  and the  intensive
care unit of Kuopio University Hospital was collected from the time period of EMD use
(EMD phase 1.10.-31.12.2010) and control periods before and after the intervention (pre-
EMD phase 1.7.-31.8.2010, post- EMD phase 1.2.-30.4.2011). Positive drug screens were
regarded as indicators for hospital-treated drug-related health problems. This was based on
the assumption that any licit or illicit buprenorphine user in Kuopio with an acute,
presumably drug-related health problem requiring hospital treatment would be subjected
to a urine drug screen. Drug screens included buprenorphine (with and without naloxone),
other opioids (methadone, oxycodone, heroin, codeine, morphine), other illicit drugs
(amphetamine, methamphetamine, cannabis, MDMA) and BZDs. Urine-samples were
analysed with the Cobas 6000 clinical chemistry analyser (Roche/Hitachi) at the Eastern
Finland Laboratory Centre Joint Authority Enterprise. For buprenorphine-analysis CEDIA
Buprenorphine Drugs of Abuse Assay reagents (Thermo Scientific) and the kinetic
interaction of micro particles in a solution (KIMS) reagents (Roche Diagnostics) were used.

Figure 1. Diagram of the study III procedures

4.2.5 Measures
The variables included in the questionnaire for study participants are described in Table 6.
The questionnaire was completed anonymously but participants were asked to provide
certain background information about their treatment: duration of OST (less than 3 months,
3-11 months, 1-2 years, more than 2 years) and the number of take-home allowances at the
time of completing the questionnaire. The questionnaire for treatment staff requested their
opinions  on  the  same  issues  and  whether  they  thought  EMDs  could  be  used  as  part  of
routine OST (agree, no opinion, disagree).

The questionnaire used in the NEP survey requested information on the frequency of
buprenorphine use during the previous month (none, 1-3 times, once a week, many times
per  week,  daily)  and  products  used  during  the  previous  month  (BNX,  BUP,  low-dose
buprenorphine product Temgesic®). Respondents were asked to report which of these

Jul-10 Aug-10 Sep-10 Oct-10 Nov-10 Dec-10 Jan-11 Feb-11 Mar-11 Apr-11

Pre-EMD phase 1.7.-31.8.2010 EMD phase 1.10.-31.12.2010 Post-EMD phase 1.2.-30.4.2011

Drug screen
data collection

Study intervention
NEP survey I
August 2010

NEP survey II
Dec ember 2010
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products they used most frequently. They were also asked to estimate the amount of money
they  were  willing  to  pay  for  one  tablet  of  BUP  (8  mg)  or  BNX  (8/2  mg),  and  the  present
availability on the local illegal drug-market (good, moderate, poor) as well as origin of BNX
they used (OST vs. other). The questionnaire was anonymous and similar in both data
collection periods. Respondents were asked to report their gender and age (less than 20
years, 20-29 years, 30-39 years, more than 40 years) for demographic background
information.
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Table 6. The description of variables included in the questionnaire for OST patients

Variable Description

The use of EMD

The effect of EMD on OST Useful vs. no effect vs. harmful, detailsa

Has EMD prevented diversion No vs. yes (the number of occasions)
Has EMD prevented other people to get hold of take-
home doses

No vs. yes (the number of occasions)

Willingness to use EMD after study period Yes vs. no, details a

Technical properties

The suitability of 3-hour time window Too short vs. suitable vs. too long
The ease of use Yes vs. no, details a

Problems with EMD Yes vs. no, details a

Tampering with EMDb Easy vs. difficult vs. impossible

Opinions

My BNX intakes have been more regular during the
study.
My life has been more flexible during the study.
It feels safer to keep OST medicines in the EMD
compared to paper sachet.
I have been more involved in treatment during the study.
In general EMD can prevent diversion of OST medicines.
Reduced supervision may lead to increased abuse in
some patients.
EMD is difficult to use.

Answer options: strongly agree, agree,
neither agree nor disagree, disagree, strongly
disagree, don’t know

BNX: buprenorphine-naloxone combination product, EMD: electronic medicine dispenser, OST: opioid substitution
treatment
a Room for open responses and/or possibility to choose from multiple answer options.
b Getting access to tablets in the device outside the time window.

4.3 COMMUNITY PHARMACY SURVEY (IV)

4.3.1 Data collection
A cross-sectional postal survey was conducted in all community pharmacies dispensing
BNX  to  OST  clients  in  Finland.  A  list  of  all  Finnish  community  pharmacies  that  had
supplied buprenorphine-naloxone since August 2009 was received from the company
(Reckitt Benckiser) with the marketing authorization for BNX (n=71). Of these pharmacies,
69 were community pharmacies and they formed the study sample.

Data were collected using a questionnaire which was developed according to previous
studies examining community pharmacy based OST services in other countries (Sheridan et
al. 1997, Matheson et al. 1999, Raisch et al. 2005, Matheson et al. 2007, Nielsen et al. 2007a,
Lawrinson et al. 2008). The face-validity of the questionnaire was pilot-tested in four local
pharmacies dispensing BNX to OST clients. According to the feedback received from pilot
pharmacies, questionnaire was slightly modified. Pilot pharmacies received the final
questionnaire at the same time as other pharmacies. Their initial responses were used
merely for pilot testing and they were not recorded.

Prior to mailing the questionnaires, all pharmacies were contacted by phone. This was
done in order to inform them about the study objectives as well as to maximize the
response rate. In August 2011, questionnaires were mailed together with a cover letter and
a prepaid return envelope. The cover letter informed participants about study background
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and objectives, and instructed the staff member most familiar with the pharmacy’s BNX
dispensing practices to complete the questionnaire. Staff members were instructed to
discuss their experiences before completing the questionnaire. Responses were anonymous
and confidentiality was assured. Return envelopes were coded in order to identify non-
respondents, but codes were not connected to the filled questionnaires. In September 2011,
non-respondents were contacted again by phone and reminder questionnaires were sent a
month after the initial mailing.

4.3.2 Measures
The questionnaire included both closed and open-ended questions. It was divided into five
sections: (1) background information, (2) BNX clients and pharmacy resources, (3) problems
and co-operation with treatment staff, (4) future development, and (5) sale of injecting
equipment (Table 7). Clients who collected their buprenorphine-naloxone from community
pharmacies were regarded as BNX clients. If pharmacies did not separate the numbers of
current and all  BNX clients,  the total number of all  clients was interpreted as same as the
number of current clients. The number of current BNX clients was compared to the number
of all buprenorphine-naloxone treated OST patients in Finland. In 2010, there were
estimated to be 1,080 patients treated with BNX (Tanhua et al. 2011). The questionnaire
included also a section of attitudinal questions on the personal opinions of the staff member
filling the  questionnaire.  These  data  were  not  included in  this  thesis  because  the  focus  of
the study IV was on the implementation of the new service and attitudinal factors were
considered to be beyond the scope of the study.
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Table 7. The description of variables included in the pharmacy survey questionnaire

Variables Descriptions

(1) Background information

Location

Size

Geographical location within Finland (province)
Urban, suburban, outside a city but within a local shopping mall,
or rural
Small or large (the annual number of prescriptions dispensed

80,000 or >80,000)a

(2) BNX clients and pharmacy
resources

BNX clients

Time needed to serve a BNX client
(handling the prescription,
dispensing, labeling, counseling)
Resources

The number of current and all BNX clients

More, less or the same as other clients

Dispensing fee for BNX clients (yes vs. no)
The payer of the medicines (client, social service, SII)
Staff received training on OST (yes vs. no)
A nominated staff member responsible for OST (yes vs. no)
Satisfaction with BNX dispensing (very well, well, poorly, very
poorly)

(3) Problems

Co-operation with treatment staff
(communication, availability,
support)

Has pharmacy experienced problems related to providing OST
(yes vs. no; detailsb)
Suspicions about diversion/abuse during the previous 6 months
(yes vs. no; the number of occasions; consequencesb)
Has/have any BNX client(s) discontinued having BNX dispensed at
the pharmacy (yes vs. no; reasonsb)
Contacts with treatment staff (yes vs. no; reasonsb)
Satisfaction with co-operation with treatment staff (well, fairly
well, fairly poorly, poorly; details about problemsb)

(4) Future development

Opportunities for future development
Willingness to take more BNX clients
Supervised dosingc

Importance of pharmacies’ roles in
different fields of treatment

Yes vs. no; detailsb

Yes vs. no; reasonsb

How well supervised dosing suits Finnish pharmacies (well, fairly
well, fairly poorly, poorly; reasonsb)
Paperwork, treatment follow-up, dispensing, health education,
medication counseling (scale from 1 ‘not important at all’ to 4
‘very important’)

(5) Sale of injecting equipment Do you sell injecting equipment (yes vs. no)
How often do you sell injecting equipment (once a week or less
often, several times/week, daily)
Problems with clients (yes vs. no; detailsb)
NEP available in the city (yes vs. no)

BNX: buprenorphine-naloxone combination product, NEP: needle exchange program, OST: opioid substitution
treatment, SII: Social Insurance Institute in Finland
a Classification  was  based  on  dividing  pharmacies  into  two  groups  of  similar  size  according  to  the  mean  number  of
annual prescriptions in Finland (Association of Finnish Pharmacies 2011).
b Room for open responses and/or possibility to choose from multiple answer options.
c Pharmacist supervises the consumption of BNX and checks that mouth is empty before a client can leave.

4.4 STATISTICAL ANALYSES

Descriptive statistics were presented as proportions, means, medians and standard
deviations (SD). Categorical and ordinal variables were analysed using Pearson chi-square

2) test and Fischer’s exact test depending on the number of categories. Statistical
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differences  in  continuous  variables  were  analysed  using  Mann–Whitney  U  -test  and
Kruskal–Wallis test. The assumption of normality was assessed graphically and tested with
Kolmogorov-Smirnov test and Shapiro-Wilk test. Significance level of 0.05 was used for all
tests. The Statistical Package for the Social Sciences Version 19.0 for Windows (SPSS Inc,
Chicago, IL, USA) was used for all analyses.

Study I

Separate analyses were performed for the time periods 1997-2001 and 2002-2008 in order to
determine possible changes over time. Buprenorphine (n=197), amphetamine (n=808) and
heroin clients (n=577) were all included in the analyses for 1997-2001. Heroin clients were
excluded from the analyses in 2002-2008 because the low number of clients (n=21)
precluded statistical testing. Changes in the characteristics of buprenorphine clients over
time were examined for 1997-2008. Non-parametric tests were used in the analyses of
continuous variables because normality assumptions were not met.

Study II

Binomial logistic regression models were used to analyse factors associated with
buprenorphine abuse. Clients seeking treatment for amphetamine abuse were considered
as a comparison group. The dependent variable in each model was dichotomous
(buprenorphine client yes vs. no). Linearity of continuous variables (age, age when first
used drugs/medicines) was confirmed. Statistically significant variables (p-value <0.1) in
univariate models were included in the multivariate model. Only the clinically most
relevant variable of two or more highly correlated predictive variables was selected for
inclusion in the multivariate model to avoid multicollinearity. The results were presented
as unadjusted and adjusted odds ratios (ORs) with 95% confidence intervals (CIs).

Study III

The small sample size limited the opportunity for statistical testing. Results of patient and
staff questionnaires were presented descriptively. The data from NEP survey and drug
screens  were  analysed  with  2 test, Fischer’s exact test and Mann–Whitney U –test.
Continuous variables were not normally distributed and, therefore, nonparametric tests
were used.

Study IV

Characteristics of pharmacies that responded prior to and after the reminder were
compared to assess possible response bias. Binomial logistic regression models were used
to analyse factors associated with perceived problems related to OST clients and BNX
dispensing. Only pharmacies dispensing buprenorphine-naloxone directly to BNX clients
were included in the analyses. The outcome measure in each model was dichotomous
(experienced  problems  yes  vs.  no).  Explanatory  variables  were  chosen  on  the  basis  of
previous studies indicating that they may be associated with problems (Nielsen et al. 2007a,
Lawrinson et al. 2008, Winstock et al. 2010). The size and location of pharmacy were
assessed as potential confounders. The results were presented as ORs with 95% CIs.
Adjusting for the size and location of pharmacy did not affect results and, therefore, only
unadjusted ORs were reported.
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4.4.1 Missing data
The Huuti study had a considerable amount of missing data. Data pertaining clients’
primary drugs of abuse were 100% complete but variables assessing other characteristics of
clients contained missing information. Missing values were especially prevalent in the data
collected during 1997-2000, but from 2001 onwards data were more complete. Therefore,
study II was restricted to clients seeking treatment from 2001 to enable investigation of the
associations  with  a  greater  range  of  covariates.  Study  I  included  all  clients  seeking
treatment for buprenorphine, amphetamine or heroin abuse from 1997 to 2008. Complete
cases  analysis  was  used in  study I.  Clients  with  missing information were  excluded from
the analyses. Complete case analysis may cause bias and loss of power, especially if the
amount of missing data is large (Graham 2009). Therefore, only variables with a relatively
low amount of missing data (<20%) were included in the analyses. The amount of missing
data (range 0-19.5%) was presented as a proportion of all cases for each variable included in
the  analyses  in  order  to  warrant  the  transparency  of  analyses.  In  addition,  multivariate
analyses were not conducted and, therefore, possible bias and loss of power had minor
effect on the results.

Multiple imputation (MI) was used to replace missing values in study II. Therefore, all
clients were included in the analyses. Multiple imputation is considered superior to
complete case analyses when data are missing at random (MAR) (Baraldi & Enders 2010,
Janssen et al. 2010). MAR allows the probability of missingness to depend on the observed
data, but not on the missing data (Schafer & Graham 2002, He et al. 2010). Missing value
analysis was done to check the MAR assumption. The following variables were associated
with missing data for any of the variables of interest: buprenorphine user (p=0.020), daily
use of the primary drug of abuse (p< 0.001), IV use of the primary drug of abuse (p< 0.001),
method of treatment (p=0.023), sex (p=0.042) and concurrent use of cannabis (p=0.012).
These variables were included in the imputation model to make MAR assumption more
tenable (Graham 2009, Baraldi & Enders 2010, McPherson et al. 2012). The dependent
variable did not contain any missing values. Multiple imputation with five iterations was
used to replace missing values in predictive variables (range of missingness 0.2-21.7%).
Imputation was done based on the values of other variables of interest and auxiliary
variables (concurrent use of cannabis, alcohol or medicines during previous month).

4.5 ETHICAL CONSIDERATIONS

All ethical standards for protecting human participants were maintained in accordance
with standards of the appropriate ethics committees and the Helsinki Declaration of 1975.
All data analyses were performed anonymously and strict confidentiality was assured. The
Huuti study protocol (studies I and II) was approved by the Research Ethics Committee of
the North-Savo Hospital District and the Ethics Committee of the Helsinki Deaconess
Institute. Permissions to use the data were obtained from appropriate municipal authorities
of all communities that clients reported as their places of residence. The Ministry of Social
Affairs and Health and the National Data Protection Ombudsman also approved the study
protocol. The protocol of study III was approved by the Research Ethics Committee of the
North-Savo Hospital District. The Clinical Trials protocol registration number of this study
is NCT01182402 (www.clinicaltrials.gov). Written informed consent was obtained from the
study participants. Participation was voluntary and decision to participate had no effect on
the treatment provided at the treatment units. Ethics approval was not required for the
study  IV.  According  to  the  recommendations  made  by  the  Finnish  National  Advisory
Board on Research Ethics, local ethics committee approval is not required for postal surveys
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(National Advisory Board on Research Ethics in Finland 2009). The research was conducted
in accordance with these guidelines. All potential participants were provided with written
information about the study. Return of the completed questionnaire after reading the cover
letter was considered as consent to participate.
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5 Results

5.1 CHARACTERISTICS OF CLIENTS SEEKING TREATMENT FOR
BUPRENORPHINE ABUSE (HUUTI STUDY) (I, II)

There were a total of 780 clients who sought treatment for buprenorphine abuse from the
HDI between 1997 and 2008. Between 2001 and 2008, 670 clients sought treatment for
buprenorphine abuse. The main characteristics of these clients as well as heroin and
amphetamine clients used as comparison groups are shown in Table 8. Study I examined
changes  in  the  characteristics  of  buprenorphine clients  over  time.  In  terms of  gender,  age
and the mode and level of buprenorphine abuse, the characteristics remained stable during
the study period 1997-2008 (p>0.05). Poly-substance abuse behavior changed over the study
period. The proportion of buprenorphine clients with concurrent abuse of alcohol

2[df=4]=27.0, p<0.001), prescription medicines ( 2[df=4]=40.1, p<0.001) and stimulants
2[df=4]=18.8, p=0.001) increased. The proportion of buprenorphine clients abusing heroin

concurrently decreased from 60.9% in 1997-2000 to 12.7% in 2007-2008 ( 2[df=4]=98.1,
p<0.001). The duration of buprenorphine abuse before seeking treatment from the HDI
increased during the study period (Kruskal-Wallis 2[df=4]=62.4, p<0.001).

The annual proportion of buprenorphine clients increased from 0% in 1997 to 37.6% in
2008 (Figure 2). Since 2002, buprenorphine clients have represented at least half of all
opioid users seeking treatment from the HDI (range: 49.3% in 2006, 60.3% in 2008). From
1997 to 2008, there were a total of 598 clients who sought treatment for heroin abuse and
1,249 clients who sought treatment for amphetamine abuse. Until 2000, heroin was the most
commonly abused opioid among all clients. The number of heroin clients declined sharply
to approximately 1% of all clients seeking treatment from 2000 to 2002 and remained on
that level until the end of the data collection period. The proportion of amphetamine clients
decreased during the study period (range from 34.2% of all clients in 1998 to 13.9% in 2007-
2008).

Table 8. Main characteristics of participants in studies I and II

Study I
(1997-2008)

Study II
(2001-2008)

Buprenorphine
clients
(n=780)

Heroin
clients
(n=598)

Amphetamine
clients
(n=1,249)

Buprenorphine
clients
(n=670)

Amphetamine
clients
(n=557)

Males, n (%) 560 (71.8) 450 (75.3) 826 (66.1) 475 (70.9) 347 (62.3)
Mean age (SD) 25.7 (6.6) 25.6 (7.4) 27.1 (8.1) 25.8 (6.6) 27.6 (8.9)
Finnish nationality, n
(%)

753 (96.5) 550 (92.0) 1234 (98.8) 646 (96.4) 552 (99.3)

Homeless, n (%) 212 (27.2) 133 (22.2) 388 (31.1) 183 (27.6) 167 (30.6)
Mean age at the onset
of abusea (SD)

21.8 (5.7) 19.9 (5.0) 19.0 (5.3) 21.7 (5.7) 19.0 (5.5)

Daily usea, n (%) 576 (73.8) 370 (61.9) 418 (33.5) 491 (76.5) 186 (34.2)
Injectinga, n (%) 629 (80.6) 421 (70.4) 883 (70.7) 538 (82.8) 409 (75.7)

a The primary drug of abuse.
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Figure 2. The proportions of clients seeking treatment for buprenorphine (n=780),
amphetamine (n=1,249) and heroin (n=598) abuse from all clients (n=4,817) seeking
treatment from HDI in 1997-2008

Comparisons between buprenorphine clients and heroin and amphetamine clients were
performed separately for 1997-2001 and 2002-2008 (Table 9). Compared to heroin and
amphetamine clients, buprenorphine clients were more frequently daily users of their
primary drug ( 2[df=2]=164.9, p<0.001) as well as secondary drug of abuse ( 2[df=2]=17.0,
p<0.001) in 1997-2001. Injecting the primary drug of abuse was more common among
buprenorphine clients (83.2%) than among heroin and amphetamine clients (70.0% and
68.4%, respectively) ( 2[df=2]=13.7, p=0.001). Amphetamine clients were more likely to be
concurrent abusers of alcohol ( 2[df=2]=120.5, p<0.010), while buprenorphine clients were
more  likely  to  abuse  prescription  medicines  ( 2[df=2]=43.8, p<0.001). Prescription medicines
(28.9%) were the most common secondary drugs of abuse among buprenorphine clients
whereas cannabis was the most commonly abused secondary drug of abuse among heroin
and amphetamine clients (33.6% and 45.9%, respectively). The length of primary drug
abuse before seeking treatment from the HDI was longest for amphetamine clients
(Kruskal-Wallis 2[df=2]=151.3, p<0.001). In 2002-2008, buprenorphine clients were compared
solely to amphetamine clients. Buprenorphine clients were more likely to be daily users of
their primary (p<0.001) and secondary drugs of abuse (p=0.007) compared to amphetamine
clients. Concurrent alcohol abuse was more common among amphetamine clients, while
buprenorphine clients were more likely to abuse prescription medicines (p<0.001). In 2002-
2008, 41.3% of buprenorphine clients reported prescription medicines as their secondary
drug of abuse. Cannabis was the most commonly reported secondary drug of abuse for
amphetamine clients (37.2%). Nevertheless, concurrent abuse of prescription medicines
increased also among amphetamine clients from 30.0% in 1997-2001 to 55.1% in 2002-2008.

Study  II  included  only  clients  seeking  treatment  for  buprenorphine  (n=670)  or
amphetamine abuse (n=557) in 2001-2008. A minority of buprenorphine clients were
employed (12.5%, n=82) and 77.4% (n=499) reported elementary school or lower level of
education. Social benefits were the main source of income for the majority of
buprenorphine clients (n=503, 83.0%). The majority of buprenorphine clients reported
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depressive symptoms (n=447, 73.2%) and psychotic symptoms when using drugs (n=377,
59.5%). Almost all buprenorphine clients were smokers (n=599, 96.0%) and 245 (40.2%) had
a medical comorbidity (acute or chronic disease). IV drug use was common (lifetime use
reported by 92.1%) and 345 (56.5%) had ever shared needles/syringes. Most buprenorphine
clients self-referred to treatment (n=446, 67.8%) and nearly one-third received concurrent
treatment from another provider (n=183, 28.3%). Most buprenorphine clients were referred
to outpatient treatment services provided by the HDI or some other treatment provider
(n=467, 75.8%). In multivariate analyses, factors significantly associated with
buprenorphine abuse in comparison to amphetamine abuse were male gender (OR 1.57,
95% CI 1.17-2.09), daily abuse (OR 5.45, 95% CI 4.14-7.18), no drug free months during the
last year (OR 1.68, 95% CI 1.23-2.29), self-referral to treatment (OR 1.33, 95% CI 1.01-1.75)
and being referred to outpatient treatment (OR 1.40, 95% CI 1.00-1.93) (Table 10). Increasing
age (OR 0.95, 95% CI 0.93-0.97 per year) and psychotic symptoms when using drugs (OR
0.33, 95% CI 0.24-0.45) were inversely associated with buprenorphine abuse.
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Table 10. Univariate and multivariate analyses of factors associated with buprenorphine abuse

Variable Unadjusted odds
ratio (95% CI)a

p
valueb

Adjusted odds
ratio (95 % CI)c

p value

Male 1.47 (1.16-1.87) 0.001 1.57 (1.17-2.09) 0.002
Age 0.97 (0.96-0.99) <0.001 0.95 (0.93-0.97) <0.001
Married 1.26 (0.85-1.88) 0.246
Homeless 0.87 (0.68-1.11) 0.262
Children under 18 years 0.78 (0.60-1.00) 0.048 1.02 (0.73-1.42) 0.924
Elementary school or less education 1.24 (0.95-1.61) 0.112
Employed 1.00 (0.71-1.40) 0.990
Salary as main source of income 0.87 (0.64-1.18) 0.361
Thread of violence 0.68 (0.46-1.00) 0.051 0.72 (0.42-1.22) 0.211
Psychotic symptoms (when using drugs) 0.39 (0.30-0.50) <0.001 0.33 (0.24-0.45) <0.001
Psychotic symptoms (other times) 0.54 (0.40-0.72) <0.001
Depressive symptoms 0.97 (0.75-1.26) 0.824
Suicidal thoughts 0.70 (0.55-0.88) 0.003 1.02 (0.77-1.35) 0.900
Suicide attempts 0.73 (0.54-0.99) 0.041
Medical comorbidity 1.05 (0.82-1.35) 0.714
Daily use of primary drug of abuse 6.27 (4.87-8.07) <0.001 5.45 (4.14-7.18) <0.001
IV use of primary drug of abuse 1.55 (1.17-2.06) 0.002 1.23 (0.87-1.75) 0.242
No drug free months during last year 2.11 (1.63-2.73) <0.001 1.68 (1.23-2.29) 0.001
Age when first used drugs/medicines 0.94 (0.91-0.97) <0.001 0.97 (0.93-1.01) 0.098
Smoking 1.79 (1.05-3.06) 0.033 1.21 (0.62-2.36) 0.569
IV drug use ever 2.21 (1.53-3.19) <0.001
IV drug use last month 1.85 (1.38-2.47) <0.001
Shared needles/syringes 1.02 (0.80-1.31) 0.876
Self-referral to treatment 1.60 (1.26-2.01) <0.001 1.33 (1.01-1.75) 0.044
Referred to outpatient treatment 1.39 (1.06-1.82) 0.018 1.40 (1.00-1.93) 0.048
Treatment because of drug abuse 1.66 (0.48-5.71) 0.425
In treatment concurrently elsewhere 1.12 (0.87-1.45) 0.375
IV: intravenous
a Separate unadjusted logistic regression models for each variable (dependent variable buprenorphine client yes vs. no).
b Variables with P value < 0.1 were included in the multivariate analysis. In case of highly correlated variables the
clinically most relevant variable was chosen to the model. Cox and Snell R Square ranged between 0.239-0.247
according to the imputed dataset.
c Adjusted logistic regression model for the other variables in the model.

5.2 THE USE OF ELECTRONIC MEDICINE DISPENSERS IN OPIOID
SUBSTITUTION TREATMENT (III)

Study intervention

A total of 37 BNX-treated OST patients participated in the study (participation rate 88%).
Twenty-one of them (57%) were males, the mean age was 30.0 years (SD 5.1) and they were
all Finnish by ethnic background. The mean duration of OST was 3.0 years (SD 2.9) and the
mean daily dose of buprenorphine was 17.2 mg (SD 4.3). In addition to study participants,
five patients who refused to participate and three patients who were pregnant during the
study got their take-home doses of BNX (and BUP for pregnant women) in EMDs during
the study period. Thirty-one patients (84%) completed the questionnaire at the end of the
EMD phase. Five patients (16%) reported that the EMD had prevented them from diverting
their medicines and 18 patients (58%) thought that EMDs could generally prevent
diversion.  Seven patients  (23%) responded that  EMD had prevented others  to  get  hold of
their medicines. The majority of patients (n=21, 68%) regarded EMDs as a safer option for
the storage of take-home doses than paper sachets which had been used in the routine
dispensing  practice  before  the  trial.  Most  participants  thought  that  tampering  with  the
device was impossible (n=18, 58%) or difficult (n=6, 19%).

Treatment staff returned a total of 19 questionnaires (3 from pharmacies, 16 from
treatment units). Response rate was estimated to be 84% according to the number of
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returned  questionnaires  and  staff  involved  in  the  study.  The  majority  of  respondents  did
not think that EMDs could prevent diversion (n=16, 84%). In spite of that, 58% of
respondents (n=11) preferred to dispense take-home doses of BNX in EMDs compared to
paper sachets and 74% (n=14) reported that EMDs could be used routinely as part of OST.

Needle exchange program survey

For the first survey (pre-EMD phase), 35 responses (response rate 46%) were received and
for the second survey (EMD phase) 27 responses (39%) were received. In the first survey,
three  respondents  were  not  buprenorphine  users  and  they  were  excluded  from  the
analyses. Respondents were mostly males (56% and 64%, respectively) and younger than 30
years old (56% and 74%, respectively) in both surveys. Almost all respondents abused BNX
in both surveys (100% and 96%, respectively), and about half used buprenorphine on a
daily basis (47% and 59%, respectively) (Table 11). In the pre-EMD phase, more
respondents reported that BNX was the buprenorphine product they used most commonly
(n=26, 87%) than in the EMD phase (n=16, 59%) (p=0.033). In the EMD phase, more
respondents used illegal BUP compared to the pre-EMD phase (67% vs. 47%, p=0.188) but
the difference was not statistically  significant. Respondents indicated that the availability
of illegal BNX (p=0.371) or its origin from OST (p=1.000) had not changed between the
surveys.

Drug screen data

A total of 198 positive drug screen results from 121 individuals were registered during the
data collection periods. Overall, there were no statistically significant differences in drug
screen results between the data collection phases (pre-EMD, EMD and post-EMD phases)

2[df=6]=1.429, p=0.964). About 10% of the drug screens were buprenorphine-positive during
all data collection periods (range 8.8%-11.4%). Positive drug screens for other opioids
(range 20.0%-23.8%), BZDs (range 47.9%-53.8%) and other drugs (range 13.8%-18.8%) also
remained stable between the study phases.

Table 11. Results of the NEP surveys conducted before the study intervention (pre-EMD phase)
and during the intervention (EMD phase)

Variable Pre-EMD
phase (n=32)

EMD phase
(n=27)

p valuea

BNX user, n (%) 32 (100) 26 (96) 0.458
BUP user, n (%) 15 (47) 18 (67) 0.188
Daily buprenorphine user, n (%) 15 (47) 16 (59) 0.435
BNX most commonly used buprenorphine product, n (%) 26 (87)b 16 (59) 0.033
Availability of BNX is good, n (%) 6 (19) 8 (30) 0.371
BNX originated from OST, n (%) 6 (19) 5 (19)c 1.000
Mean price (€) of one BNX tablet (8/2 mg) (SD) 42.92 (11.67) 43.34 (7.09) 0.943
Mean price (€) of one BUP tablet (8 mg) (SD) 50.71 (14.45) 55.27 (10.23) 0.110
BNX: buprenorphine-naloxone, BUP: single-ingredient buprenorphine, EMD: electronic medicine dispenser, OST: opioid
substitution treatment
a Fischer´s exact test for categorical variables, Mann-Whitney U-test for continuous variables.
b The responses of two persons are missing.
c The response of one person is missing.
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5.3 BUPRENORPHINE-NALOXONE DISPENSING IN FINNISH
COMMUNITY PHARMACIES (IV)

The survey questionnaire was completed and returned by 64 pharmacies (response rate
93%). The characteristics of 12 pharmacies responding after the reminder did not differ
statistically significantly from the other respondents indicating no response bias. Of the 64
respondents, 54 pharmacies dispensed BNX directly to clients. The remaining 10
pharmacies  dispensed BNX to  health  care  units  without  having contact  with  BNX clients.
Therefore, these pharmacies were excluded from the analyses. Of the 54 pharmacies
included in the analyses, 30 pharmacies (56%) were located in Southern Finland and 32
pharmacies (59%) had the total annual prescription volume of more than 80,000
prescriptions. Twenty-five pharmacies were located in city centres (46%), 24 pharmacies in
suburbs or within a shopping mall (44%) and 5 pharmacies in rural areas (9%).

Pharmacies had a total of 155 current or previous BNX clients (range 1–16 per
pharmacy). Of the 54 pharmacies, 48 pharmacies had a total of 108 current clients (range 1–
13 per pharmacy). Current clients represented 10% of all BNX treated OST patients in
Finland. Thirty-six pharmacies (67%) charged a dispensing fee for BNX clients (Table 12).
The mean dispensing fee per week was €5.26 (SD 2.59, range €0.67– €11.50). Seventy-eight
clients (72%) got SII reimbursement of their BNX expenses. In 14 pharmacies (26%) staff
had received training on OST and in 21 pharmacies (39%) there was a nominated staff
member responsible for OST. Overall satisfaction with BNX dispensing was high, with all
respondents perceiving that dispensing had gone ‘very well’ (n=31, 57%) or ‘well’ (n=21,
39%). Similarly, all respondents perceived that co-operation with treatment staff had gone
‘well’ (n=43, 80%) or ‘fairly well’ (n=9, 17%). In 20 pharmacies (37%), one or more BNX
client(s)  had  discontinued  receiving  BNX  dispensed  from  that  particular  pharmacy.  Most
commonly reported reasons for this included returning to dispensing from an addiction
treatment unit (n=11), changing pharmacy (n=9) and completion of OST with successful
withdrawal from BNX (n=3).

Fourteen pharmacies (26%) had encountered some problems which were mostly dose
timing issues or non-collection of scheduled doses (n=7), confusion with financial
obligations (n=5), confusion with prescriptions (n=4) or client’s difficulty paying for the
medications (n=3). Diversion had been suspected in 6 pharmacies (11%) and abuse in 4
pharmacies (7%) during the previous 6 months (Table 12). Problems were more likely to
occur in pharmacies with more than one BNX client compared to pharmacies with only one
client (OR 1.39, 95% CI 1.05-1.86) and in pharmacies where one or more clients had
discontinued pharmacy dispensing compared to pharmacies where no clients had
discontinued (OR 6.53, 95% CI 1.70-25.03). Most pharmacies recognized opportunities for
future development (n=43, 80%), such as financial remuneration for pharmacies (n=32, 74%
of those pharmacies which recognized a need for improvements), more training for
pharmacists (n=30, 70%) and better co-operation with treatment staff (physicians) (n=15,
35%). Most respondents replied that providing supervised dosing does not suit Finnish
community pharmacies (n=43, 80%). Nevertheless, most pharmacies (n=46, 85%) were
willing to dispense BNX to more clients in the future.
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6 Discussion

6.1 MAIN FINDINGS

6.1.1 The abuse of buprenorphine (I, II)
The proportion of clients seeking treatment for buprenorphine abuse increased from 0% in
1997 to 38% in 2008 (study I). Treatment seeking for heroin abuse decreased to the level of
approximately 1% of all clients after 2001. This shift from heroin to buprenorphine abuse
has also been reported in official national reports (Forsell et al. 2010, Varjonen et al. 2012).
In Canada, similar opioid abuse trends have been reported (Fischer et al. 2006). Increasing
PO abuse has been acknowledged worldwide e.g., (Compton & Volkow 2006b, Degenhardt
et al. 2008, Mendelson et al. 2008, Fischer et al. 2013b). However, in other countries the
abuse has focused more on other opioids than buprenorphine, such as fentanyl in Estonia
(Talu et al. 2010) or oxycodone and hydrocodone in the USA (Cicero et al. 2005). In the
USA, buprenorphine is predominately used in OST and not all studies consider it as a PO.
The shortage of heroin in the Finnish drug markets since 2001 (Forsell et al. 2010) has
probably triggered the increase in buprenorphine abuse. Simultaneously, the access to OST
has improved which has led to increased availability of buprenorphine. Increased
therapeutic use of opioids seems to be associated with more opioid abuse in the society
(Cicero et al. 2007b). Therefore, a possible explanation for the increased abuse of
buprenorphine is the increased availability due to expansions in therapeutic use. Another
country where buprenorphine abuse has been reported to be high is France (almost 60% of
IDUs had injected buprenorphine in the previous 6 months) (Obadia et al. 2001). In France,
the availability of buprenorphine has been high since 1996 because all GPs have been able
to prescribe buprenorphine for people with opioid dependence. These findings support the
role of availability in determining the scale of abuse. However, international differences in
treatment practices, take-away policies as well as illegal drug markets shape this
association.

According to previous studies, self-medication of withdrawal symptoms and/or
dependence has been the most common reason for buprenorphine abuse (Alho et al. 2007,
Hakansson et al. 2007, Otiashvili et al. 2010, Schuman-Olivier et al. 2010, Moratti et al. 2010,
Larance et al. 2011b, Bazazi et al. 2011). A qualitative Finnish study revealed that study
participants regarded their buprenorphine use as self-medication, even though they mainly
injected buprenorphine (Malin et al. 2006). Reliance on self-medication indicates a shortage
of treatment resources, dissatisfaction with current treatment options or both. That
probably explains the increase in abuse in Finland in the early 2000s because OST was still
in the state of development. Malin and colleagues reported that their study participants
regarded the threshold to get into OST as too high, the number of treatment slots too low
and treatment in general too burdensome because of regular visits and drug screens.
However,  as  the  provision  of  OST  increased  in  Finland  throughout  the  2000s,  the  lack  of
treatment seems unlikely to be a major explanatory factor for constantly increasing abuse.
Nevertheless, increased provision of OST does not necessarily ensure a quick treatment
initiation everywhere. According to a report from 2007, waiting time for OST was more
than a year in some Finnish cities (Hermanson 2008). OST legislation has become more
liberal which should lower the threshold for seeking and getting into treatment. In previous
foreign studies, OST patients have valued the possibility for unobserved dosing and found
it to increase their treatment compliance (Stone & Fletcher 2003, Treloar et al. 2007, Madden
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et  al.  2008).  The possibility  for  community  pharmacy dispensing of  BNX was intended to
help to get more opioid users into treatment. However, this study was not able to take this
into account as pharmacy dispensing has been possible since February 2008 and the data
collection period of the Huuti study was terminated in August 2008. There is evidence that
some users start their IV drug abuse primarily with buprenorphine (Partanen et al. 2004,
Winslow et al. 2006, Otiashvili et al. 2010, Simojoki & Alho 2013). This suggests that
buprenorphine can also  be  abused due to  its  opioid agonist-like  effects  which may partly
explain the scale of the abuse.

The results of this study showed that clients seeking treatment for buprenorphine abuse
in Finland had risky abuse patterns. This was evidenced by the fact that the majority of
clients injected buprenorphine (81%) and used it on a daily basis (74%). These patterns were
constant during the study period from 1997 to 2008. Injecting and daily abuse of both
primary and secondary drugs of abuse were more common among buprenorphine clients
compared to amphetamine and heroin clients. Compared to users of buprenorphine and
POs  in  other  countries,  injecting  was  more  common  among  buprenorphine  clients  in  this
study (Cicero et al. 2007c, Degenhardt et al. 2009, Aich et al. 2010). Concurrent abuse of
alcohol, stimulants and especially prescription medicines increased among buprenorphine
clients during the study period indicating increasing poly-drug abuse. Frequent poly-drug
abuse among buprenorphine users, especially BZDs, has been acknowledged in previous
Finnish (Partanen et al. 2004, Tammi et al. 2011) and foreign studies as well (Winslow et al.
2006, Nielsen et al. 2007b, Otiashvili et al. 2010, Lofwall & Havens 2012). Concurrent
substance abuse complicates the treatment of opioid dependence (Kraus et al. 2011) and
increases health risks related to abuse. Concurrent use of BZDs and buprenorphine
increases the risk of fatal poisonings (Häkkinen et al. 2012).

Based on the findings of study I, we hypothesised that buprenorphine clients have more
social and health-related problems compared to amphetamine clients. However, findings
from study II revealed that buprenorphine and amphetamine clients shared similar social,
health and treatment-related characteristics, despite the fact that buprenorphine clients
reported more intense abuse patterns. As expected, amphetamine clients more commonly
reported psychotic symptoms which are a well-known complication of stimulant abuse
(Curran et al. 2004, Zweben et al. 2004, Darke et al. 2008, Wang et al. 2012). Otherwise, there
were no differences between these groups in social or health-related factors. The higher
frequency of psychotic symptoms may explain the finding that amphetamine clients were
more commonly referred to inpatient treatment. Another treatment-related difference was
the finding that buprenorphine clients were more commonly self-referred to treatment
compared to amphetamine clients (OR 1.33, 95% CI 1.01-1.75) or compared to users of
buprenorphine and POs in previous studies (Basu et al. 2000, Aich et al. 2010, Fischer et al.
2010). This may be explained by the intensity of abuse among buprenorphine clients. On
the other hand, the lack of established pharmacological treatment options for amphetamine
dependence may have affected amphetamine clients’ willingness to seek treatment. In
general, buprenorphine clients reported higher frequency of unemployment, lower
educational levels and higher reliance on society benefits compared to users of
buprenorphine and POs in other countries (Cicero et al. 2007c, Moore et al. 2007, Fischer et
al. 2010, Vicknasingam et al. 2010). Buprenorphine clients in this study seemed to resemble
more  the  characteristics  of  heroin  users  entering  treatment  in  terms  of  injecting,
employment status, income sources and poly-drug abuse (Ross et al. 2005). Therefore, our
results do not seem to support a perception that abuse of prescription drugs is less
dangerous compared to illicit substances (Mendelson et al. 2008, Ling et al. 2011). It has also
been hypothesized that PO abuse may offer public health benefits due to a lower
prevalence of risk behaviours (Fischer et al. 2009). Possible benefits do not appear to apply
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to clients seeking treatment for buprenorphine abuse in Finland. According to our results,
we hypothesize that the route of administration may be a stronger determinant of social,
health and treatment-related factors than the primary drug of abuse. Both buprenorphine
and amphetamine clients in study II were mainly IV-users (83% and 76%, respectively).
Similar  findings  have  been  reported  in  an  Australian  study  which  found  that  heroin  and
PO users with high rates of injecting shared similar socio-demographic and health-related
characteristics as compared to PO users not injecting (Nielsen et al. 2011).

6.1.2 Electronic devices as a method to prevent buprenorphine-naloxone diversion (III)
The  main  finding  of  the  study  III  was  that  we  were  not  able  to  clearly  detect  that  EMDs
could prevent the diversion of BNX. Five patients (16%) who took part in the study
intervention reported that EMDs had prevented them from diverting their medicines. This
represents about half of the proportion of BNX patients who reported diversion (30%) in an
Australian study (Larance et al. 2011b). However, these numbers may not be comparable
because the extent of unobserved dosing and other treatment practices also affect the
frequency of diversion (Bell 2010). Treatment staff also had suspicions about whether EMDs
could prevent diversion. This is most likely explained by the fact that treatment staff was
aware of some patients tampering with the device (getting BNX from the device outside the
dosing window without the possibility to later detect this through visual inspection).
However, we have a reason to assume that few patients actually tampered with the device
because most patients reported that tampering was difficult or impossible. However, there
is a possibility of tampering with monitoring devices when using them in clinical practice.
Both patients and treatment staff appreciated the safety of dosing and storage of BNX in
EMDs. It is possible that EMDs can reduce the pressure to sell or pass on medicines to other
users or dealers.

Changes in the number of hospital-treated buprenorphine-related health problems and
the availability of illicit buprenorphine were regarded as indicators of changes in
buprenorphine diversion. Despite comprehensive use of EMDs during the trial, there were
no reductions in hospital-treated drug-related health problems measured by drug screen
results. However, statistical power may have been insufficient, due to small sample size. In
addition, since the Kuopio University Hospital is the only emergency hospital for a large
catchment area, patients from outside Kuopio may have diluted our results. According to
NEP surveys,  the  availability,  price  or  source  of  illicit  buprenorphine did not  change as  a
consequence of the intervention. However, BNX was the most commonly abused product
more often in the pre-EMD phase than in the EMD phase (p=0.033) and BUP abuse
appeared more common in the EMD phase (p=0.188), even though the difference was not
statistically significant. Therefore, results indicated a slight shift from BNX to BUP abuse
among NEP clients during the intervention. This shift may be explained by decreased
availability of BNX as a consequence of the intervention or by better availability of BUP in
the EMD phase for reasons unrelated to the trial. It is believed that most illicit
buprenorphine is smuggled into Finland from other counties (Skretting & Rosenqvist 2010).
Changes in drug supply may not directly impact on the drug prices which can be seen as an
indicator of availability (Gibson et al. 2005, European Monitoring Centre for Drugs and
Drug Addiction 2010). Therefore, explanations remain speculative because multiple
interacting factors influence illegal drug markets (European Monitoring Centre for Drugs
and Drug Addiction 2010). Supply-based interventions may lead to a shift in the use of
another substance instead of reducing harms (Unick et al. 2013). Therefore, in order to
reduce opioid abuse related harms, focusing the prevention resources on treatment and
demand-side reduction may be more productive.
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6.1.3 Buprenorphine-naloxone dispensing in Finnish community pharmacies (IV)
The results of pharmacy survey indicated that community-pharmacy based dispensing of
BNX was still relatively small-scale in Finland but the first experiences have been positive.
Most pharmacies providing OST were located in Southern Finland. The geographical
distribution of OST pharmacies reflects probably the distribution of pharmacies rather than
the availability of OST, which has been acknowledged in previous studies as well (Nielsen
et al. 2007a). In addition, the majority of Finnish drug users live in large cities in Southern
Finland and, therefore, also treatment services are concentrated on this area (Partanen et al.
2007).  About  10%  of  BNX-treated  OST  clients  had  their  BNX  dispensed  from  community
pharmacy. The proportion of OST clients dispensed at pharmacies was relatively low
compared to Switzerland and Australia, where almost 70% of OST clients were treated in
community pharmacies (Samitca et al. 2007, Lawrinson et al. 2008). It is possible that the
fear  of  diversion  and  abuse  may  partly  explain  the  scale  of  BNX  dispensing  in  Finnish
community  pharmacies.  In  addition,  community  pharmacy  dispensing  of  BNX  was
relatively new possibility at the time of the study. Most pharmacies had small OST
programs (41% of pharmacies had only one OST client). The number of OST clients was
associated with the prevalence of problems (OR 1.39, 95% CI 1.05-1.86). Other studies have
reported similarly that more OST clients pharmacies served, more likely they had
experienced problems (Lawrinson et al. 2008, Winstock et al. 2010). According to our
survey, only 26% of pharmacies had experienced problems, which were mostly technical
issues related to dose timing or prescriptions/ financial obligations. Previous studies have
reported more serious problems such as argumentative behaviour, disturbances and thefts
(Lawrinson et al. 2008), as well as concerns about diversion (Nielsen et al. 2007a). In
addition, the prevalence of problems has been higher, e.g. in Switzerland 83% of
pharmacies had experienced problems (Samitca et al. 2007), and 41% of Australian
pharmacists had refused to dose an OST client during the past month (Winstock et al. 2010).
However, there were likely to be differences in how ‘problem’ has been defined and
understood  by  respondents  in  different  studies  (i.e.  problems  in  OST  provision  from
pharmacy in general or related to OST clients per se) (Raisch et al. 2005, Samitca et al. 2007).
It  is  possible  that  the  low  frequency  of  problems  in  Finnish  community  pharmacies  is
explained  by  the  treatment  practices  since  all  OST  clients  are  first  stabilized  in  addiction
treatment units and carefully selected for suitability for community pharmacy dispensing.
According to Australian experience, stabilization of OST clients in specialist clinics has been
associated with fewer problems in community pharmacy dispensing (Winstock et al. 2010).

Even though all respondents thought that pharmacy dispensing of BNX had gone well
or very well, 80% of them recognized opportunities for future development, most
commonly financial remuneration for pharmacies. Finnish community pharmacies do not
receive  any  Government  funding  to  provide  OST  services.  Financial  issues  should  be
examined more carefully in case of increasing demand of OST services from pharmacies
and, especially, if new responsibilities, such as supervised dosing, will be introduced in the
future. Needed improvements cited by the pharmacies were similar to the ones reported in
previous studies, such as more training for pharmacy staff (Fleming et al. 2001, Samitca et
al. 2007, Torre et al. 2010) and better co-operation and communication with physicians
(Samitca et al. 2007, Winstock et al. 2010). Most respondents stated that supervised dosing
is not a suitable service in Finnish pharmacies, even though it is a common procedure in
many other countries (Matheson et al. 2007, Nielsen et al. 2007a, Samitca et al. 2007).
However, these attitudes may reflect the fact that BNX dispensing was relatively novel and
unfamiliar to Finnish pharmacy staff at the time of the survey. In England, pharmacists’
acceptability of dose supervision has increased as the service has expanded (Sheridan et al.
2007). It is possible that the lack of private area to supervise dosing may have affected
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pharmacists’ attitudes. Both OST clients as well as other pharmacy customers have
expressed their concerns about ensuring the privacy of OST medicine dosing in the
community pharmacies (Lawrie et al. 2004, Lea et al. 2008). Despite having expressed a
negative attitude towards supervision, most respondents (85%) were willing to accept more
OST  clients  in  the  future,  which  was  a  higher  proportion  than  in  previous  studies
(Lawrinson et al. 2008).

6.2 METHODOLOGICAL CONSIDERATIONS

6.2.1 Study populations
The Huuti studies were based on data collected at the HDI which consists of information
about all clients seeking treatment during the data collection period from January 31, 1997
until August 31, 2008. Clients at the HDI were self-referred to the treatment or referred by
other clinicians/ treatment units due to their substance abuse problems. In case of later
client  group,  clients  may  have  had  more  severe  substance  abuse  problems  because  the
physician had regarded it necessary to refer the person to a specialized service. However,
the aim of this study was not to select a representative sample of general population with
substance abuse problems but to examine characteristics of those who seek treatment for
substance abuse. This minimizes the possibility of the presence of selection bias. Substance
abuse services of the HDI were relocated to another suburb of Helsinki in 2000 which may
have affected the client population. The new location was further from a residential area
with a high prevalence of amphetamine abuse. This may partly explain the decrease in the
number of amphetamine clients seeking treatment from the HDI during the study period.
Some clients had multiple visits to HDI but only the first visit was included in this study in
order to ensure the consistency of data. Detailed information on the number of clients
receiving OST was not available. These clients may differ from the clients entering
treatment for the first time.

The participation rate for the intervention of study III was high (88%) and the study
sample can be regarded as a representative sample of BNX treated OST patients in Kuopio.
Patients who refused to participate were mainly males (four out of five patients). However,
these patients were also obliged to use EMDs as part of their treatment. Therefore, the
number of patients not willing to participate in the trial had no effect on the control of BNX
take-home dosing or  diversion measurements.  All  clients  visiting the  NEP service  during
the data collection periods were asked to fill in the questionnaire. The response rates were
relatively low (46%, 39%) but satisfactory considering the target population and similar
compared to a response rate in another Finnish survey among NEP clients (30%) (Alho et
al. 2007). Nevertheless, the absolute numbers of participants and respondents were
relatively  low and this  limited statistical  testing.  Hence,  there  may not  have been enough
power to detect changes in outcome measures. However, in order to be able to create a
study  design  similar  to  our  study  (comprehensive  control  of  BNX  take-home  doses),  a
larger multicentre study with possible patients would have been very difficult to conduct.

The list of pharmacies who had supplied BNX was received from the company with the
marketing authorization for the BNX product but it is possible that the list has not been all-
inclusive.  However,  there  is  no  evident  reason  to  assume  that  the  amount  of  possibly
missing information was large or differential. The response rate was high (93%) and
respondents can be regarded as a representative sample of Finnish community pharmacies
with OST clients. Due to low number of non-respondents, the presence of selection bias is
unlikely.  The  characteristics  of  pharmacies  responding  after  the  reminder  were  similar  to
other pharmacies indicating no response bias. Similarly to study III, the absolute number of
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respondents was low and limited the possibility of statistical testing. Some of the logistic
regression models may have been underpowered.

6.2.2 Study designs
Study  I  was  a  descriptive  study  of  clients  seeking  treatment  during  the  12-year  study
period. Individual-level follow-up data were not available but characteristics of clients
seeking treatment in different years were compared to examine changes over time. This
provides  more  information  than  studies  with  merely  cross-sectional  study  designs  which
are commonly used in studies examining buprenorphine abuse (Table 2, Chapter 2.2.3.1).
Studies II  and IV were cross-sectional.  It  is not possible to determine causality with cross-
sectional study designs. Study III utilized an innovative study design. A clinical trial was
combined  with  NEP  surveys  and  the  review  of  drug  screen  data  from  a  large  university
hospital.  The  clinical  part  of  the  study  utilized  a  naturalistic  open-label  design  without  a
control group which challenges the reliability of results.  However, controlled studies may
not provide information about intervention’s performance in real-world settings and,
therefore, the naturalistic setting can be considered as strength of the study. The duration of
the  study  (four  months)  may  have  been  too  short  to  detect  the  impact  of  EMDs  on
diversion. It has to be remembered that EMDs could only detect whether tablets were
removed  from  the  device,  not  when  the  medicine  was  actually  taken  or  by  whom.
Stockpiling medicines and diverting little by little has been possible despite the use of
devices.

6.2.3 Data collection and measures
Huuti data were mainly based on clients’ self-reports which is a possible source of
information bias and response bias. Self-reported data may be prone to recall bias. Some
clients  may  have  been  under  the  influence  of  drugs  and/or  alcohol  during  their
consultation. Clients’ desire to receive specific treatments may have affected their self-
reporting. Data were not available from urine drug screens to confirm self-reported drug
use. However, the validity and reliability of self-reported data on substance use and related
behaviour have been established (Darke 1998, Napper et al. 2010, Smith et al. 2010), even
though contrasting results have also been published (Chermack et al. 2000). Clients may be
more likely to self-report drug abuse at intake into a drug abuse treatment program than at
follow-up visits (Wish et al. 1997, Chermack et al. 2000). In addition, the abuse of a drug
which is the main reason for treatment seeking may be self-reported more likely than other
concurrent  drug  abuse.  The  type  of  substance  and  the  severity  of  client’s  drug  abuse
problems may also influence clients’ willingness to report substance abuse. Nevertheless,
self-report is the most feasible method for measuring certain aspects of substance abuse
such as intensity and route of administration (Smith et al. 2010). Validated assessment tools
(e.g., EuropAsi and TDI) were used to ensure the quality of data collection. Psychiatric
symptoms and medical comorbidities were clinically diagnosed by specialist physicians in
accordance with established criteria. However, depressive and psychotic symptoms were
not consistently assessed using validated scales because data were collected as part of
clinical practice. Nevertheless, there is evidence that key informants (e.g., drug treatment
centre directors and councillors) can provide reliable assessments of their patients’ drug
abuse problems (Cicero et al. 2011a).

The characterization of clients as buprenorphine, heroin or amphetamine clients was
based on clients’ self-reported primary drug of abuse. Misclassification is possible because
poly-drug abuse is common (Darke & Hall 1995, Partanen et al. 2004, Winslow et al. 2006,
Otiashvili et al. 2010, Tammi et al. 2011, Lofwall & Havens 2012). The present availability
and price  of  substances  may have an impact  on clients’  choice  of  primary drug of  abuse.
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However, the categorization was performed using a validated assessment tool. In addition,
possible misclassification is likely to be non-systematic because there is no reason to assume
that clients would have reported another substance as their primary drug of abuse more
likely than another. Clients may have been prone to report opioids as their primary drug of
abuse if they want to get into OST. However, during the study period OST inclusion criteria
were strict and, therefore, this kind of behaviour has been less likely. Underreporting of
substance abuse is probably not as likely in treatment seeking drug user population than in
general population. Confounding by poly-drug use and uncertainty concerning the actual
content of used substances may have also affected clients’ self-reported drug abuse. In
study I, analyses were performed separately for time periods 1997-2001 and 2002-2008. No
further adjustsments were made because the purpose of the study was to describe the
characteristics of clients. In study II, the multivariate model was adjusted for factors
statistically significant in univariate models including basic demographic characteristics
(age,  gender)  possibly  confounding the  results.  However,  there  is  always a  possibility  for
residual confounding because unmeasured factors cannot be adjusted for.

Study III utilized different data collection procedures. All questionnaires (patients’ and
staff’s questionnaires, NEP surveys) were anonymous and, therefore, it is reasonable to
assume that reports were reliable. However, the psychometric properties of questionnaires
were not validated. To our knowledge, there were no validated questionnaires suitable for
our study and, therefore, we had to develop questionnaires for the purposes of this study.
The questionnaire to OST patients was modified from the one used in a previous study
(Tacke et al. 2009). However, the questionnaire was not pilot-tested in this previous study.
The questionnaire used in the NEP survey was developed in co-operation with service-staff
to  ensure  content-validity.  However,  NEP  survey  responses  as  well  as  buprenorphine-
positive drug screens served as surrogate outcomes for diversion. The results of surrogate
outcome measures should be interpreted with caution. The use of drug screen data was
based on the assumption that any licit or illicit buprenorphine user in Kuopio with an acute
health problem requiring hospital treatment would be subjected to a urine drug screen, if
his/ her condition was suspected to be drug-related. It is possible that this assumption was
not fully tenable which means results of drug screen data may be underestimations.
However, the purpose of the study was to compare the proportions of positive drug screens
between trial periods, and not to explore the absolute numbers per se. Therefore, it is
unlikely  that  this  had  a  major  impact  on  the  results.  Even  though  several  different
indicators were used to measure diversion, qualitative measurements could have been used
as well.

The questionnaire used in the study IV was developed according to the aims of the
study. It was pilot-tested for face-validity and content-validity before the study. However,
it is possible that respondents may have misunderstood some questions, because the
questionnaire was not formally validated. Staff members were encouraged to discuss their
experiences before completing the questionnaire. Despite these instructions, it is possible
that responses reflect predominantly the experiences of the individual pharmacist
completing the questionnaire. In this case, the presence of problems and the numbers of
diversion/ abuse suspicions may have been underestimated. The location and size of
pharmacy were assessed as potential confounders. Adjusted models provided similar
results compared to unadjusted ones and, therefore, these results were not reported. In
addition, the 95% CIs for adjusted ORs were relatively wide, indicating dispersion of values
and possible inaccuracy in the parameter estimates.
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6.2.3.1 Missing data
The Huuti studies had a considerable amount of missing data, especially for the first four
years  of  data  collection.  In  2001,  data  collection  process  was  changed  and  more
comprehensive data were available from then on. Nevertheless, missing data exist
throughout the data collection period. There can be various possible explanations for
missing data. Data were collected for the purposes of clinical practice. Clinically irrelevant
questions may have been skipped, e.g., absence of certain symptoms or clinical findings. It
is possible that the data files of clients with more severe abuse problems and/ or those
intoxicated during the consultation included more missing information which may have
caused information bias. However, the bias caused by missing data was minimized in this
study by including only variables with a relatively low level of missing information (<20%)
into the analyses of study I and by multiple imputation and restricting analyses to years
2001-2008 in the study II.

6.2.4 Generalizability of findings
Results  of  the  Huuti  study  can  be  generalized  to  those  seeking  treatment  in  the  Helsinki
metropolitan area. It is likely that buprenorphine users in other parts of Finland resemble
those from the Helsinki area but generalizing the results should be done with caution.
However, as discussed previously people abusing buprenorphine in other countries are
different from buprenorphine users in Finland. Buprenorphine is not regarded as a PO in
all studies, especially, in those conducted in North America. This means that caution is
required when making comparisons to other studies examining PO users. Results may not
be generalizable to people not seeking treatment. The data collection period of the Huuti
study was in 1997-2008. Availability of different illicit substances changed over time.
Single-ingredient buprenorphine was withdrawn from the market in December 2007 and
replaced  by  BNX  which  may  have  had  impact  on  abuse  patterns  among  opioid  users.  In
addition, treatment practices have changed over time. The availability of OST has markedly
increased in Finland during the previous decade which has probably had an impact on
users’ willingness to seek treatment.

Results of study III can be generalized to medium-sized Finnish cities with OST practices
similar to those in Kuopio. All eligible OST patients were asked to participate in the clinical
part of the study and participation rate was high (88%). Therefore, study participants can
be regarded as a representative sample of BNX-treated OST patients in Kuopio. In addition,
all patients not willing to participate in the trial used EMDs as part of their routine
treatment in order to ensure a comprehensive control of BNX take-home dosing. Results
cannot be generalized to different treatment settings or other devices than the one used in
this trial.

For study IV, sampling was not performed because all community pharmacies that had
supplied BNX were contacted. The response rate was high (93%) and therefore respondents
can be regarded as a comprehensive sample of community pharmacies providing OST
services in Finland. The study took place in August 2011 and presently, two years after the
survey, there may be more pharmacies dispensing BNX. The results of this study may have
limited generalizability to the present situation. There are substantial differences in
pharmacy-based OST services, including medicines dispensed (BNX, BUP, and/or
methadone) and the provision of supervised dosing, as well as in pharmacy practices and
legislations between countries and, therefore, results may not be generalizable to other
countries.
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7 Conclusions

Based on the findings of the four studies included in the thesis, the following conclusions
were made:

1. The proportion of clients seeking treatment for buprenorphine abuse increased in
Finland between 1997 and 2008. Most buprenorphine clients were injecting
buprenorphine and using it on a daily basis. Intravenous administration and daily
abuse were more common among buprenorphine compared to heroin and
amphetamine clients. Concurrent substance abuse, especially the abuse of
prescription medicines, increased during the study period.

2. Despite more intense abuse patterns, buprenorphine clients had similar social, health
and treatment-related characteristics compared to amphetamine clients.
Unemployment, low educational levels and reliance on social benefits were common
among buprenorphine clients.

3. The use of electronic medicine dispensers provided a feasible method for improving
the safe storage of take-home doses of buprenorphine-naloxone. However, the
ability of this method to prevent the diversion of buprenorphine-naloxone could not
be demonstrated.

4. Buprenorphine-naloxone dispensing from Finnish community pharmacies has
remained small-scale. About 10% of all BNX-treated clients in Finland collected their
medicines  from  a  community  pharmacy.  The  first  experiences  have  been  positive
and only every fourth pharmacy had experienced one or more problems related to
OST services.
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8 Implications for the Future

8.1 PRACTICE IMPLICATIONS

This study showed a constant increasing trend in treatment seeking for buprenorphine
abuse in Finland. Treatment providers and policy makers should take into account that
treatment services (e.g. OST) for opioid users in Finland should be targeted specifically for
buprenorphine users. Buprenorphine users were commonly IV-users and the frequency of
daily use was high. Concurrent substance abuse, social problems such as unemployment
and reliance on society benefits, as well as health problems such as depressive symptoms
were  common.  These  factors  should  be  taken  into  account  in  a  comprehensive  treatment
approach. In addition, this study reported that clients seeking treatment for buprenorphine
and amphetamine abuse were relatively similar in terms of social, health and treatment-
related factors. These results may imply that the route of administration is a stronger
determinant of these characteristics than the primary drug of abuse. It seems that PO abuse
does  not  offer  public  health  benefits,  if  drugs  are  injected.  It  has  been  suggested  that  PO
abuse can offer public health benefits because PO abuse is associated with a lower
prevalence of risk behaviours relevant for morbidity and mortality (e.g., injecting)
compared to heroin abuse (Fischer et al. 2009).

The  results  of  this  thesis  show  that  new  technology  such  as  electronic  medicine
dispensers can be used as part of OST in a ‘real-life’ setting. EMDs can improve the safety
of take-home dosing from the perspectives of both patients and staff. If EMDs can relieve
the  external  pressure  to  sell  or  pass  on  OST  medicines,  they  can  provide  clinically
significant benefits to OST. However, whether this method can be used in the prevention of
diversion in general is unclear. The possibility for tampering with devices should be taken
into consideration when using them in clinical practice. Based on the experiences from our
trial, the manufacturer of the device made technical changes to make the device more
tamper-proof. However, it may not be possible to design a totally tamper-proof device
without any pitfalls. Therefore, it should be carefully considered whether attempting to
prevent diversion via technical, restrictive methods is reasonable or efficient. It might be
more powerful to concentrate on the reasons behind diversion, such as patients’
dissatisfaction with treatment, financial problems and offering OST to patients with low
treatment motivation.

This thesis includes the first study on OST medicine dispensing by Finnish community
pharmacies. The service provision has remained small-scale but first experiences have been
positive  and  problems  were  rare  even  though  only  in  one  fourth  of  pharmacies,  the  staff
had  received  training  on  OST.  The  stabilization  of  OST  in  treatment  units  and  careful
selection of suitable OST clients may be contributing to this success. Therefore, current
treatment practices in Finland appear to be functioning well, even though improvements in
pharmacy staff’s training levels and possible financial remunerations should be considered
when developing OST services. The possibility of expanding pharmacy-based OST services
without compromising current functionality could be considered in the future. Expanding
community pharmacy-based BNX dispensing can release both financial and staff resources
in treatment units and assist the rehabilitation of OST clients.
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8.2 FUTURE RESEARCH DIRECTIONS

More longitudinal studies on buprenorphine abuse are needed, because most existing
studies have been cross-sectional. Reasons behind buprenorphine abuse, whether it is self-
medication, euphoria-seeking or other reasons, should be explored in different settings.
More studies are needed in order to understand different abuse patterns among opioid
users, especially among the evolving group of PO users. Best treatment practices designed
specifically for people who abuse buprenorphine should be examined and evaluated.
Results from study II implied that the route of administration is a stronger determinant of
social, health and treatment-related characteristics than the primary drug of abuse. The
validity of this hypothesis could be tested.

Larger controlled studies with more patients and longer follow-up periods are needed to
examine the effect of electronic devices on the diversion of OST medicines. Studies should
utilize different devices in different treatment settings. The possibility to use other
outcomes measures, especially non-surrogate measures, should be considered. Other uses
of  EMDs could be  explored,  such as  in  the  treatment  of  chronic  non-malignant  pain with
opioid-analgesics or as part of BZD detoxification.

Further studies are needed to reflect the current situation with OST provision from
Finnish  community  pharmacies.  The  number  of  OST  patients  has  increased  in  Finland  in
recent years (Social Insurance Institute 2013, Simojoki 2013) and, therefore, it is likely that
the pharmacy dispensing of BNX has grown as well. Studies examining the experiences and
opinions of service users,  i.e.  OST clients collecting their BNX from pharmacies,  would be
important for the development of community pharmacy-based OST provision. The
possibility  of  providing  supervised  OST  medicine  dosing  from  the  Finnish  community
pharmacies and should be explored.



81

9 References

Aalto M, Halme J, Visapaa JP & Salaspuro M. Buprenorphine misuse in Finland. Substance
Use & Misuse 2007;42:1027-1028.

Aalto M, Visapaa JP, Halme JT, Fabritius C & Salaspuro M. Effectiveness of buprenorphine
maintenance treatment as compared to a syringe exchange program among
buprenorphine misusing opioid-dependent patients. Nordic Journal of Psychiatry
2011;65:238-243.

Addoz Ltd. Med-O-Wheel Smart ™ – and you remember to take your medicine. 2013.
Available at: http://www.addoz.com/products/med-o-wheel_smart// [accessed
December 12, 2012].

Ahmadi J. Methadone versus buprenorphine maintenance for the treatment of heroin-
dependent outpatients. Journal of Substance Abuse Treatment 2003;24:217-220.

Ahmadi J. Buprenorphine maintenance treatment of heroin dependence: the first
experience from Iran. Journal of Substance Abuse Treatment 2002;22:157-159.

Ahmadi J, Ahmadi K & Ohaeri J. Controlled, randomized trial in maintenance treatment of
intravenous buprenorphine dependence with naltrexone, methadone or
buprenorphine: a novel study. European Journal of Clinical Investigation 2003;33:824-
829.

Ahmed SK & Ara N. An exploratory study of buprenorphine use in Bangladesh: a note.
Substance Use & Misuse 2001;36:1071-1083.

Aich TK, Dhungana M & Khanal R. Pattern of buprenorphine abuse among opioid abusers
in Nepal. Indian Journal of Psychiatry 2010;52:250-253.

Aitken CK, Higgs PG & Hellard ME. Buprenorphine injection in Melbourne, Australia--an
update. Drug and Alcohol Review 2008;27:197-199.

Alho  H,  Sinclair  D,  Vuori  E  &  Holopainen  A.  Abuse  liability  of  buprenorphine-naloxone
tablets in untreated IV drug users. Drug and Alcohol Dependence 2007;88:75-78.

Amass  L,  Kamien JB & Mikulich SK.  Efficacy of  daily  and alternate-day dosing regimens
with the combination buprenorphine-naloxone tablet. Drug and Alcohol Dependence
2000;58:143-152.

Amato L, Minozzi S, Davoli M & Vecchi S. Psychosocial combined with agonist
maintenance treatments versus agonist maintenance treatments alone for treatment of
opioid dependence. The Cochrane Database of Systematic Reviews 2011;(10):CD004147.



82

Amato P. Clinical experience with fortnightly buprenorphine/naloxone versus
buprenorphine in Italy: preliminary observational data in an office-based setting.
Clinical Drug Investigation 2010;30:S33-39.

American Psychiatric Association. DSM-V Development. 2013. Available at:
http://www.dsm5.org [accessed July 8, 2013].

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders
(DSM-IV), 4th edition. 2000. Washington DC:  American Psychiatric Association.

American Society of Addiction Medicine. Definitions Related to the Use of Opioids for the
Treatment of Pain: Consensus Statement. 2001. Available at:
http://www.asam.org/docs/publicy-policy-statements/1opioid-definitions-consensus-2-
011.pdf?sfvrsn=0 [accessed July 30, 2013].

Anstice  S,  Strike  CJ  &  Brands  B.  Supervised  methadone  consumption:  client  issues  and
stigma. Substance Use & Misuse 2009;44:794-808.

Apelt SM, Scherbaum N, Golz J, Backmund M & Soyka M. Safety, effectiveness and
tolerance of buprenorphine-naloxone in the treatment of opioid dependence: results
from a nationwide non-interventional study in routine care. Pharmacopsychiatry
2013;46:94-107.

Arnsten  JH,  Demas  PA,  Farzadegan  H,  Grant  RW,  Gourevitch  MN,  Chang  CJ,  Buono  D,
Eckholdt H, Howard AA & Schoenbaum EE. Antiretroviral therapy adherence and
viral suppression in HIV-infected drug users: comparison of self-report and electronic
monitoring. Clinical Infectious Diseases 2001;33:1417-1423.

Association of Finnish Pharmacies. Vuosikatsaus 2011. [Annual review 2011]. 2011.
Available at: http://www.apteekkariliitto.fi/media/pdf/vuosikatsaus_2011.pdf [accessed
January 13, 2014].

Auriacombe  M,  Fatseas  M,  Dubernet  J,  Daulouede  JP  &  Tignol  J.  French  field  experience
with buprenorphine. The American Journal on Addictions 2004;13:S17-28.

Auriacombe M, Franques P & Tignol J. Deaths attributable to methadone vs buprenorphine
in France. JAMA 2001;285:45.

Bachhuber  MA  &  Cunningham  CO.  Availability  of  buprenorphine  on  the  Internet  for
purchase without a prescription. Drug and Alcohol Dependence 2013;130:238-240.

Balster RL & Bigelow GE. Guidelines and methodological reviews concerning drug abuse
liability assessment. Drug and Alcohol Dependence 2003;70:S13-40.

Baraldi AN & Enders CK. An introduction to modern missing data analyses. Journal of
School Psychology 2010;48:5-37.

Barrau  K,  Thirion  X,  Micallef  J,  Chuniaud-Louche  C,  Bellemin  B  &  San  Marco  JL.
Comparison of methadone and high dosage buprenorphine users in French care
centres. Addiction 2001;96:1433-1441.



83

Barry  DT,  Moore  BA,  Pantalon  MV,  Chawarski  MC,  Sullivan  LE,  O'Connor  PG,
Schottenfeld RS & Fiellin DA. Patient satisfaction with primary care office-based
buprenorphine/naloxone treatment. Journal of General Internal Medicine 2007;22:242-
245.

Basu D, Aggarwal M, Das PP, Mattoo SK, Kulhara P & Varma VK. Changing pattern of
substance abuse in patients attending a de-addiction centre in north India (1978-2008).
The Indian Journal of Medical Research 2012;135:830-836.

Basu D, Mattoo SK, Malhotra A, Gupta N & Malhotra R. A longitudinal study of male
buprenorphine addicts attending an addiction clinic in India. Addiction 2000;95:1363-
1372.

Baumevieille  M,  Haramburu  F  &  Begaud  B.  Abuse  of  prescription  medicines  in
southwestern France. The Annals of Pharmacotherapy 1997;31:847-850.

Bazazi  AR,  Yokell  M,  Fu  JJ,  Rich  JD  &  Zaller  ND.  Illicit  use  of  buprenorphine/naloxone
among injecting and noninjecting opioid users. Journal of Addiction Medicine
2011;5:175-180.

Bedi  NS,  Ray  R,  Jain  R  &  Dhar  NK.  Abuse  liability  of  buprenorphine--a  study  among
experienced drug users. Indian Journal of Physiology and Pharmacology 1998;42:95-
100.

Bell J. Pharmacological Maintenance Treatments of Opiate Addiction. British Journal of
Clinical Pharmacology 2012; DOI: 10.1111/bcp.12051.

Bell J. The global diversion of pharmaceutical drugs: opiate treatment and the diversion of
pharmaceutical opiates: a clinician's perspective. Addiction 2010;105:1531-1537.

Bell  J,  Byron  G,  Gibson  A  &  Morris  A.  A  pilot  study  of  buprenorphine-naloxone
combination tablet (Suboxone) in treatment of opioid dependence. Drug and Alcohol
Review 2004;23:311-317.

Bell  J,  Shanahan  M,  Mutch  C,  Rea  F,  Ryan  A,  Batey  R,  Dunlop  A  &  Winstock  A.  A
randomized trial of effectiveness and cost-effectiveness of observed versus unobserved
administration of buprenorphine-naloxone for heroin dependence. Addiction
2007;102:1899-1907.

Bell  JR,  Ryan  A,  Mutch  C,  Batey  R  &  Rea  F.  Optimising  the  benefits  of  unobserved  dose
administration for stable opioid maintenance patients: follow-up of a randomised trial.
Drug and Alcohol Dependence 2008;96:183-186.

Berbatis C, Sunderland VB & Bulsara M. The services provided by community pharmacists
to prevent, minimise and manage drug misuse: an international perspective. In J.
Sheridan & J. Strang (Eds.) Drug Misuse and Community Pharmacy. Taylor & Francis
E-library edition 2005, pp. 73-83.



84

Bickel WK, Stitzer ML, Bigelow GE, Liebson IA, Jasinski DR & Johnson RE. Buprenorphine:
dose-related blockade of opioid challenge effects in opioid dependent humans. The
Journal of Pharmacology and Experimental Therapeutics 1988;247:47-53.

Bigelow  GE,  Preston  KL  &  Liebson  IA.  Abuse  liability  assessment  of  buprenorphine-
naloxone combinations. NIDA Research Monograph 1987;76:145-149.

Blacken, P., Hendriks, V., Pozzi, G., Tempesta, E., Hartgers, C., Koeter, M., Fahrner, E.M.,
Gsellhofer, B., Küfner, H., Kokkevi, A. & Uchtenhagen, A. European addiction severity
index EuropASI, a guide to training and administering EuropASI interviews. 1994.
Available at: http://www.emcdda.europa.eu/html.cfm/index3647EN.html [accessed
July 27, 2011].

Blanchon  T,  Boissonnas  A,  Vareseon  I  &  Vidal-Trecan  G.  Homelessness  and  high-dosage
buprenorphine misuse. Substance Use & Misuse 2003;38:429-442.

Bohnert  AS,  Valenstein  M,  Bair  MJ,  Ganoczy  D,  McCarthy  JF,  Ilgen  MA  &  Blow  FC.
Association between opioid prescribing patterns and opioid overdose-related deaths.
JAMA 2011;305:1315-1321.

Bowden CL, Maddux JF & Esquivel M. Methadone dispensing by community pharmacies.
The American Journal of Drug and Alcohol Abuse 1976;3:243-254.

Brands B,  Blake J,  Sproule  B,  Gourlay D & Busto  U.  Prescription opioid abuse  in  patients
presenting for methadone maintenance treatment. Drug and Alcohol Dependence
2004;73:199-207.

Bruce RD, Govindasamy S, Sylla L, Haddad MS, Kamarulzaman A & Altice FL. Case series
of buprenorphine injectors in Kuala Lumpur, Malaysia. The American Journal of Drug
and Alcohol Abuse 2008;34:511-517.

Bruce RD, Govindasamy S, Sylla L, Kamarulzaman A & Altice FL. Lack of reduction in
buprenorphine injection after introduction of co-formulated buprenorphine/naloxone
to the Malaysian market. The American Journal of Drug and Alcohol Abuse 2009;35:68-
72.

Buxton JA, Kuo ME, Ramji S, Yu A & Krajden M. Methadone use in relation to hepatitis C
virus testing in British Columbia. Canadian Journal of Public Health 2010;101:491-494.

Calcaterra S, Glanz J & Binswanger IA. National trends in pharmaceutical opioid related
overdose deaths compared to other substance related overdose deaths: 1999-2009. Drug
and Alcohol Dependence 2013;131:263-270.

Campbell  ND  &  Lovell  AM.  The  history  of  the  development  of  buprenorphine  as  an
addiction therapeutic. Annals of the New York Academy of Sciences 2012;1248:124-139.

Carl  P,  Crawford  ME,  Madsen  NB,  Ravlo  O,  Bach  V  &  Larsen  AI.  Pain  relief  after  major
abdominal surgery: a double-blind controlled comparison of sublingual
buprenorphine, intramuscular buprenorphine, and intramuscular meperidine.
Anesthesia and Analgesia 1987;66:142-146.



85

Carrieri MP, Amass L, Lucas GM, Vlahov D, Wodak A & Woody GE. Buprenorphine use:
the international experience. Clinical Infectious Diseases 2006;43:S197-215.

Casati  A,  Sedefov R & Pfeiffer-Gerschel  T.  Misuse  of  medicines  in  the  European Union:  a
systematic review of the literature. European Addiction Research 2012;18:228-245.

Cerda  M,  Ransome  Y,  Keyes  KM,  Koenen  KC,  Tracy  M,  Tardiff  KJ,  Vlahov  D  &  Galea  S.
Prescription opioid mortality trends in New York City, 1990-2006: Examining the
emergence of an epidemic. Drug and Alcohol Dependence 2013;132:53-62.

Chaar B, Hanrahan J & Day E. Provision of opioid substitution therapy services in
Australian pharmacies. Australasian Medical Journal 2011;4:210-216.

Chaar BB, Wang H, Day CA, Hanrahan JR, Winstock AR & Fois R. Factors influencing
pharmacy services in opioid substitution treatment. Drug and Alcohol Review
2013;32:426-434.

Chermack ST, Roll J, Reilly M, Davis L, Kilaru U & Grabowski J. Comparison of patient self-
reports and urinalysis results obtained under naturalistic methadone treatment
conditions. Drug and Alcohol Dependence 2000;59:43-49.

Chiang CN & Hawks RL. Pharmacokinetics of the combination tablet of buprenorphine and
naloxone. Drug and Alcohol Dependence 2003;70:S39-47.

Chong E, Poh KK, Shen L, Yeh IB & Chai P. Infective endocarditis secondary to intravenous
Subutex abuse. Singapore Medical Journal 2009;50:34-42.

Chowdhury AN & Chowdhury S. Buprenorphine abuse: report from India. British Journal
of Addiction 1990;85:1349-1350.

Chua SM & Lee TS. Abuse of prescription buprenorphine, regulatory controls and the role
of the primary physician. Annals of the Academy of Medicine, Singapore 2006;35:492-
495.

Cicero TJ,  Dart RC, Inciardi JA, Woody GE, Schnoll S & Munoz A. The development of a
comprehensive risk-management program for prescription opioid analgesics:
researched  abuse,  diversion  and  addiction-related  surveillance  (RADARS).  Pain
Medicine 2007a;8:157-170.

Cicero  TJ,  Ellis  MS,  Paradis  A  &  Ortbal  Z.  Role  of  key  informants  and  direct  patient
interviews in epidemiological studies of substance abuse. Pharmacoepidemiology and
Drug Safety 2011a;20:308-312.

Cicero TJ, Ellis MS & Surratt HL. Effect of abuse-deterrent formulation of OxyContin. The
New England Journal of Medicine 2012;367:187-189.

Cicero TJ & Inciardi JA. Potential for abuse of buprenorphine in office-based treatment of
opioid dependence. The New England Journal of Medicine 2005;353:1863-1865.



86

Cicero  TJ,  Inciardi  JA  &  Munoz  A.  Trends  in  abuse  of  Oxycontin  and  other  opioid
analgesics in the United States: 2002-2004. The Journal of Pain 2005;6:662-672.

Cicero  TJ,  Kurtz  SP,  Surratt  HL,  Ibanez  GE,  Ellis  MS,  Levi-Minzi  MA  &  Inciardi  JA.
Multiple Determinants of Specific Modes of Prescription Opioid Diversion. Journal of
Drug Issues 2011b;41:283-304.

Cicero  TJ,  Lynskey  M,  Todorov  A,  Inciardi  JA  &  Surratt  HL.  Co-morbid  pain  and
psychopathology in males and females admitted to treatment for opioid analgesic
abuse. Pain 2008;139:127-135.

Cicero TJ, Surratt H, Inciardi JA & Munoz A. Relationship between therapeutic use and
abuse of opioid analgesics in rural, suburban, and urban locations in the United States.
Pharmacoepidemiology and Drug Safety 2007b;16:827-840.

Cicero TJ, Surratt HL & Inciardi J. Use and misuse of buprenorphine in the management of
opioid addiction. Journal of Opioid Management 2007c;3:302-308.

Coben JH, Davis SM, Furbee PM, Sikora RD, Tillotson RD & Bossarte RM. Hospitalizations
for poisoning by prescription opioids, sedatives, and tranquilizers. American Journal of
Preventive Medicine 2010;38:517-524.

Comer  SD  &  Collins  ED.  Self-administration  of  intravenous  buprenorphine  and  the
buprenorphine/naloxone combination by recently detoxified heroin abusers. The
Journal of Pharmacology and Experimental Therapeutics 2002;303:695-703.

Comer  SD,  Sullivan  MA,  Vosburg  SK,  Manubay  J,  Amass  L,  Cooper  ZD,  Saccone  P  &
Kleber HD. Abuse liability of intravenous buprenorphine/naloxone and buprenorphine
alone in buprenorphine-maintained intravenous heroin abusers. Addiction
2010;105:709-718.

Comer SD, Sullivan MA, Whittington RA, Vosburg SK & Kowalczyk WJ. Abuse liability of
prescription opioids compared to heroin in morphine-maintained heroin abusers.
Neuropsychopharmacology 2008;33:1179-1191.

Comer SD, Walker EA & Collins ED. Buprenorphine/naloxone reduces the reinforcing and
subjective effects of heroin in heroin-dependent volunteers. Psychopharmacology
2005;181:664-675.

Compton WM & Volkow ND. Abuse of prescription drugs and the risk of addiction. Drug
and Alcohol Dependence 2006a;83:S4-7.

Compton WM & Volkow ND. Major increases in opioid analgesic abuse in the United
States: concerns and strategies. Drug and Alcohol Dependence 2006b;81:103-107.

Cone  EJ,  Gorodetzky  CW,  Yousefnejad  D,  Buchwald  WF  &  Johnson  RE.  The  metabolism
and excretion of buprenorphine in humans. Drug Metabolism and Disposition
1984;12:577-581.



87

Cowan A, Lewis JW & Macfarlane IR. Agonist and antagonist properties of buprenorphine,
a new antinociceptive agent. British Journal of Pharmacology 1977;60:537-545.

Cozzolino E, Guglielmino L, Vigezzi P, Marzorati P, Silenzio R, De Chiara M, Corrado F &
Cocchi L. Buprenorphine treatment: a three-year prospective study in opioid-addicted
patients of a public out-patient addiction center in Milan. The American Journal on
Addictions 2006;15:246-251.

Curcio  F,  Franco  T,  Topa  M,  Baldassarre  C  &  Gruppo  Responsabili  UO  Sert  T.
Buprenorphine/naloxone versus methadone in opioid dependence: a longitudinal
survey. European Review for Medical and Pharmacological Sciences 2011;15:871-874.

Curran C, Byrappa N & McBride A. Stimulant psychosis: systematic review. The British
Journal of Psychiatry 2004;185:196-204.

Dahan A. Opioid-induced respiratory effects: new data on buprenorphine. Palliative
Medicine 2006;20:S3-8.

Dale-Perera A, Goulão J & Stöver H. Quality of care provided to patients receiving Opioid
Maintenance Treatment in Europe: Results from the EQUATOR analysis. Heroin
Addiction and Related Clinical Problems 2012;14:23-38.

Daniulaityte R, Falck R & Carlson RG. Illicit use of buprenorphine in a community sample
of young adult non-medical users of pharmaceutical opioids. Drug and Alcohol
Dependence 2012;122:201-207.

Darke S. Self-report among injecting drug users: a review. Drug and Alcohol Dependence
1998;51:253-63.

Darke S & Hall W. Levels and correlates of polydrug use among heroin users and regular
amphetamine users. Drug and Alcohol Dependence 1995;39:231-235.

Darke  S,  Kaye  S,  McKetin  R  &  Duflou  J.  Major  physical  and  psychological  harms  of
methamphetamine use. Drug and Alcohol Review 2008;27:253-262.

Darke S, Ross J & Hall W. Prevalence and correlates of the injection of methadone syrup in
Sydney, Australia. Drug and Alcohol Dependence 1996;43:191-198.

Darke S, Topp L & Ross J. The injection of methadone and benzodiazepines among Sydney
injecting drug users 1996-2000: 5-year monitoring of trends from the Illicit Drug
Reporting System. Drug and Alcohol Review 2002;21:27-32.

Dasgupta  N,  Bailey  EJ,  Cicero  T,  Inciardi  J,  Parrino  M,  Rosenblum  A  &  Dart  RC.  Post-
marketing surveillance of methadone and buprenorphine in the United States. Pain
Medicine 2010;11:1078-1091.

Daulouede JP, Caer Y, Galland P, Villeger P, Brunelle E, Bachellier J, Piquet JM, Harbonnier
J, Leglise Y & Courty P. Preference for buprenorphine/naloxone and buprenorphine
among patients receiving buprenorphine maintenance therapy in France: a prospective,
multicenter study. Journal of Substance Abuse Treatment 2010;38:83-89.



88

Davids E & Gastpar M. Buprenorphine in the treatment of opioid dependence. European
Neuropsychopharmacology 2004;14:209-216.

Davis WR & Johnson BD. Prescription opioid use, misuse, and diversion among street drug
users in New York City. Drug and Alcohol Dependence 2008;92:267-276.

de Wet CJ, Reed LJ & Bearn J. The rise of buprenorphine prescribing in England: analysis of
NHS regional data, 2001-03. Addiction 2005;100:495-499.

Degenhardt L & Hall W. Extent of illicit drug use and dependence, and their contribution to
the global burden of disease. Lancet 2012;379:55-70.

Degenhardt, L., Larance, B., Mathers, B., Azim, T., Kamarulzaman, A., Mattick, R., Panda,
S.,  Toufik,  A.,  Tyndall,  M.,  Wiessing,  L.  &  Wodak,  A.  Benefits  and  risks  of
pharmaceutical opioids: Essential treatment and diverted medication. A global review
of availability, extra-medical use, injection and the association with HIV. 2008.
Available at: https://www.unodc.org/documents/hiv-
aids/publications/Benefits_and_risks_of_pharmaceutical_opioids.pdf [accessed October
23, 2013].

Degenhardt L, Larance BK, Bell JR, Winstock AR, Lintzeris N, Ali RL, Scheuer N & Mattick
RP. Injection of medications used in opioid substitution treatment in Australia after the
introduction of a mixed partial agonist-antagonist formulation. The Medical Journal of
Australia 2009;191:161-165.

Dole VP & Nyswander M. A Medical Treatment for Diacetylmorphine (Heroin) Addiction:
 A Clinical Trial With Methadone Hydrochloride. JAMA. 1965;193:646-650.

Downing JW, Leary WP & White ES. Buprenorphine: a new potent long-acting synthetic
analgesic. Comparison with morphine. British Journal of Anaesthesia 1977;49:251-255.

Dreifuss  JA,  Griffin  ML,  Frost  K,  Fitzmaurice  GM,  Potter  JS,  Fiellin  DA,  Selzer  J,  Hatch-
Maillette M, Sonne SC & Weiss RD. Patient characteristics associated with
buprenorphine/naloxone treatment outcome for prescription opioid dependence:
Results from a multisite study. Drug and Alcohol Dependence 2013;131:112-118.

Duffy P & Baldwin H. The Nature of Methadone Diversion in England: A Merseyside case
study. Harm Reduction Journal 2012;9:3.

Duke AN,  Correia  CJ,  Walsh SL,  Bigelow GE & Strain  EC.  Acute  effects  of  intramuscular
and sublingual buprenorphine and buprenorphine/naloxone in non-dependent opioid
abusers. Psychopharmacology 2010;211:303-312.

Eissenberg T, Greenwald MK, Johnson RE, Liebson IA, Bigelow GE & Stitzer ML.
Buprenorphine's physical dependence potential: antagonist-precipitated withdrawal in
humans. The Journal of Pharmacology and Experimental Therapeutics 1996;276:449-
459.



89

Elkader A & Sproule B. Buprenorphine: clinical pharmacokinetics in the treatment of opioid
dependence. Clinical Pharmacokinetics 2005;44:661-680.

European Monitoring Centre for Drugs and Drug Addiction. Guidelines for collecting data
on  retail  drug  prices  in  Europe:  issues  and  challenges.  2010.  Lisbon:  EMCDDA
Manuals.

European Monitoring Centre for Drugs and Drug Addiction. Treatment demand indicator,
Standard protocol 2.0. 2000. Lisbon: EMCDDA Scientific Report.

Ezard N, Lintzeris N, Odgers P, Koutroulis G, Muhleisen P, Stowe A & Lanagan A. An
evaluation of community methadone services in Victoria, Australia: results of a client
survey. Drug and Alcohol Review 1999;18:417-423.

Farrell  M,  Howes  S,  Verster  A,  Davoli  M,  Solberg  U,  Greenwood  G  &  Robertson  K.
Reviewing current practice in drug-substitution treatment in the European Union.
2000. Luxembourg: European Monitoring Centre for Drugs and Drug Addiction, Office
for Official Publications of the European Communities.

Farrell  M,  Ward  J,  Mattick  R,  Hall  W,  Stimson  GV,  des  Jarlais  D,  Gossop  M  &  Strang  J.
Methadone maintenance treatment in opiate dependence: a review. BMJ 1994;309:997-
1001.

Fatseas M & Auriacombe M. Why buprenorphine is so successful in treating opiate
addiction in France. Current Psychiatry Reports 2007;9:358-364.

Feroni I, Peretti-Watel P, Masut A, Coudert C, Paraponaris A & Obadia Y. French general
practitioners' prescribing high-dosage buprenorphine maintenance treatment: is the
existing training (good) enough? Addictive Behaviors 2005a;30:187-191.

Feroni I, Peretti-Watel P, Paraponaris A, Masut A, Ronfle E, Mabriez JC & Obadia Y. French
general practitioners' attitudes and prescription patterns toward buprenorphine
maintenance treatment: does doctor shopping reflect buprenorphine misuse? Journal of
Addictive Diseases 2005b;24:7-22.

Fiellin  DA,  Moore  BA,  Sullivan  LE,  Becker  WC,  Pantalon  MV,  Chawarski  MC,  Barry  DT,
O'Connor PG & Schottenfeld RS. Long-term treatment with buprenorphine/naloxone in
primary care: results at 2-5 years. The American Journal on Addictions 2008;17:116-120.

Fiellin  DA,  Pantalon  MV,  Chawarski  MC,  Moore  BA,  Sullivan  LE,  O'Connor  PG  &
Schottenfeld RS. Counseling plus buprenorphine-naloxone maintenance therapy for
opioid dependence. The New England Journal of Medicine 2006;355:365-374.

Fiellin DA, Pantalon MV, Pakes JP, O'Connor PG, Chawarski M & Schottenfeld RS.
Treatment  of  heroin  dependence  with  buprenorphine  in  primary  care.  The  American
Journal of Drug and Alcohol Abuse 2002;28:231-241.

Finch JW, Kamien JB & Amass L. Two-year Experience with Buprenorphine-naloxone
(Suboxone) for Maintenance Treatment of Opioid Dependence Within a Private
Practice Setting. Journal of Addiction Medicine 2007;1:104-110.



90

Fischer  B,  Gittins  J,  Kendall  P  &  Rehm  J.  Thinking  the  unthinkable:  could  the  increasing
misuse of prescription opioids among street drug users offer benefits for public health?
Public Health 2009;123:145-146.

Fischer  B,  Ialomiteanu  A,  Boak  A,  Adlaf  E,  Rehm  J  &  Mann  RE.  Prevalence  and  key
covariates of non-medical prescription opioid use among the general secondary
student and adult populations in Ontario, Canada. Drug and Alcohol Review
2013a;32:276-287.

Fischer  B,  Keates  A,  Buhringer  G,  Reimer  J  &  Rehm  J.  Non-medical  use  of  prescription
opioids and prescription opioid-related harms: why so markedly higher in North
America compared to the rest of the world? Addiction 2013b; DOI: 10.1111/add.12224.

Fischer B, Lusted A, Roerecke M, Taylor B & Rehm J. The prevalence of mental health and
pain symptoms in general population samples reporting nonmedical use of
prescription opioids: a systematic review and meta-analysis. The Journal of Pain
2012;13:1029-1044.

Fischer B, Nakamura N, Rush B, Rehm J & Urbanoski K. Changes in and characteristics of
admissions to treatment related to problematic prescription opioid use in Ontario,
2004-2009. Drug and Alcohol Dependence 2010;109:257-260.

Fischer B, Patra J,  Cruz MF, Gittins J  & Rehm J.  Comparing heroin users and prescription
opioid  users  in  a  Canadian  multi-site  population  of  illicit  opioid  users.  Drug  and
Alcohol Review 2008;27:625-632.

Fischer B & Rehm J. Illicit opioid use in the 21st century: witnessing a paradigm shift?
Addiction 2007;102:499-501.

Fischer  B,  Rehm  J,  Kirst  M,  Casas  M,  Hall  W,  Krausz  M,  Metrebian  N,  Reggers  J,
Uchtenhagen A, van den Brink W & van Ree JM. Heroin-assisted treatment as a
response to the public health problem of opiate dependence. European Journal of
Public Health 2002;12:228-234.

Fischer B, Rehm J,  Patra J  & Cruz MF. Changes in illicit  opioid use across Canada. CMAJ
2006;175:1385-1387.

Fischer  G,  Gombas W,  Eder  H,  Jagsch R,  Peternell  A,  Stuhlinger  G,  Pezawas L,  Aschauer
HN & Kasper S. Buprenorphine versus methadone maintenance for the treatment of
opioid dependence. Addiction 1999;94:1337-1347.

Fishman  SM,  Wilsey  B,  Yang  J,  Reisfield  GM,  Bandman  TB  &  Borsook  D.  Adherence
monitoring  and  drug  surveillance  in  chronic  opioid  therapy.  Journal  of  Pain  and
Symptom Management 2000;20:293-307.

Fleming GF,  McElnay JC,  Hughes  CM, Sheridan J  & Strang J.  The role  of  the  community
pharmacist in drug abuse: a comparison of service provision between Northern Ireland
and England/Wales. Pharmacy World & Science 2001;23:13-16.



91

Forsell M. Päihdehuollon huumeasiakkaat 2011. [Clients abusing drugs in substance abuse
treatment services 2011]. 2012. Helsinki:  Terveyden ja hyvinvoinnin laitos, The
Institute of Health and Welfare.

Forsell  M,  Virtanen  A,  Jääskeläinen  M,  Alho  H  &  Partanen  A.  Drug  Situation  in  Finland
2010. 2010. National report to the EMCDDA by the Finnish National Focal Point.
Helsinki: National Institute for Health and Welfare (THL), Report 39/2010.

Fudala  PJ,  Bridge  TP,  Herbert  S,  Williford  WO,  Chiang  CN,  Jones  K,  Collins  J,  Raisch  D,
Casadonte P, Goldsmith RJ,  Ling W, Malkerneker U, McNicholas L, Renner J,  Stine S,
Tusel D & Buprenorphine/Naloxone Collaborative Study Group. Office-based
treatment of opiate addiction with a sublingual-tablet formulation of buprenorphine
and naloxone. The New England Journal of Medicine 2003;349:949-958.

Fudala PJ, Jaffe JH, Dax EM & Johnson RE. Use of buprenorphine in the treatment of opioid
addiction. II. Physiologic and behavioral effects of daily and alternate-day
administration and abrupt withdrawal. Clinical Pharmacology and Therapeutics
1990;47:525-534.

Fudala PJ & Johnson RE. Development of opioid formulations with limited diversion and
abuse potential. Drug and Alcohol Dependence 2006;83:S40-7.

Fudala PJ,  Yu E, Macfadden W, Boardman C & Chiang CN. Effects of buprenorphine and
naloxone in morphine-stabilized opioid addicts. Drug and Alcohol Dependence
1998;50:1-8.

Gerra G, Leonardi C, D'Amore A, Strepparola G, Fagetti R, Assi C, Zaimovic A & Lucchini
A. Buprenorphine treatment outcome in dually diagnosed heroin dependent patients:
A retrospective study. Progress in Neuro-Psychopharmacology & Biological Psychiatry
2006;30:265-272.

Gerra G, Maremmani I, Capovani B, Somaini L, Berterame S, Tomas-Rossello J, Saenz E,
Busse A & Kleber H. Long-acting opioid-agonists in the treatment of heroin addiction:
why should we call them "substitution"? Substance Use & Misuse 2009;44:663-671.

Gibson A, Degenhardt L, Day C & McKetin R. Recent trends in heroin supply to markets in
Australia, the United States and Western Europe. International Journal of Drug Policy
2005;16:293-299.

Giraudon I, Lowitz K, Dargan PI, Wood DM & Dart RC. Prescription Opioid Abuse in the
United Kingdom. British Journal of Clinical Pharmacology 2013; DOI:
10.1111/bcp.12133.

Gjersing  L,  Waal  H,  Caplehorn  JR,  Gossop  M  &  Clausen  T.  Staff  attitudes  and  the
associations with treatment organisation, clinical practices and outcomes in opioid
maintenance treatment. BMC Health Services Research 2010;10:194.

Graham  JW.  Missing  data  analysis:  making  it  work  in  the  real  world.  Annual  Review  of
Psychology 2009;60:549-576.



92

Gray RF, Ferry A & Jauhar P. Emergence of buprenorphine dependence. British Journal of
Addiction 1989;84:1373-1374.

Green TC, Black R, Grimes Serrano JM, Budman SH & Butler SF. Typologies of prescription
opioid use in a large sample of adults assessed for substance abuse treatment. PloS One
2011;6:e27244.

Green  TC,  Grimes  Serrano  JM,  Licari  A,  Budman  SH  &  Butler  SF.  Women  who  abuse
prescription opioids: findings from the Addiction Severity Index-Multimedia Version
Connect prescription opioid database. Drug and Alcohol Dependence 2009;103:65-73.

Guichard  A,  Lert  F,  Calderon  C,  Gaigi  H,  Maguet  O,  Soletti  J,  Brodeur  JM,  Richard  L,
Benigeri M & Zunzunegui MV. Illicit drug use and injection practices among drug
users  on  methadone  and  buprenorphine  maintenance  treatment  in  France.  Addiction
2003;98:1585-1597.

Gundersen RY, Andersen R & Narverud G. Postoperative pain relief with high-dose
epidural buprenorphine: a double-blind study. Acta Anaesthesiologica Scandinavica
1986;30:664-667.

Gunderson EW & Fiellin DA. Office-based maintenance treatment of opioid dependence:
how does it compare with traditional approaches? CNS Drugs 2008;22:99-111.

Gunderson EW, Wang XQ, Fiellin DA, Bryan B & Levin FR. Unobserved versus observed
office buprenorphine/naloxone induction: a pilot randomized clinical trial. Addictive
Behaviors 2010;35:537-540.

Gwin Mitchell S, Kelly SM, Brown BS, Schacht Reisinger H, Peterson JA, Ruhf A, Agar MH,
O'Grady KE & Schwartz RP. Uses of diverted methadone and buprenorphine by
opioid-addicted individuals in Baltimore, Maryland. The American Journal on
Addictions 2009;18:346-355.

Haddad MS, Zelenev A & Altice FL. Integrating buprenorphine maintenance therapy into
federally qualified health centers: real-world substance abuse treatment outcomes.
Drug and Alcohol Dependence 2013;131:127-135.

Hakansson  A,  Medvedeo  A,  Andersson  M  &  Berglund  M.  Buprenorphine  misuse  among
heroin and amphetamine users in Malmo, Sweden: purpose of misuse and route of
administration. European Addiction Research 2007;13:207-215.

Hakkarainen P & Tigerstedt C. Korvaushoidon läpimurto Suomessa. [The breakthrough of
Finnish substitution treatment]. Yhteiskuntapolitiikka 2005;70:143-154.

Häkkinen M, Launiainen T, Vuori E & Ojanperä I. Benzodiazepines and alcohol are
associated  with  cases  of  fatal  buprenorphine  poisoning.  European  Journal  of  Clinical
Pharmacology 2012;68:301-309.

Harcus AH, Ward AE & Smith DW. Buprenorphine in postoperative pain: results in 7500
patients. Anaesthesia 1980;35:382-386.



93

Harper I. Temgesic abuse. The New Zealand Medical Journal 1983;96:777.

Harris  DS,  Jones  RT,  Welm  S,  Upton  RA,  Lin  E  &  Mendelson  J.  Buprenorphine  and
naloxone co-administration in opiate-dependent patients stabilized on sublingual
buprenorphine. Drug and Alcohol Dependence 2000;61:85-94.

Harris DS, Mendelson JE, Lin ET, Upton RA & Jones RT. Pharmacokinetics and subjective
effects of sublingual buprenorphine, alone or in combination with naloxone: lack of
dose proportionality. Clinical Pharmacokinetics 2004;43:329-340.

He Y, Zaslavsky AM, Landrum MB, Harrington DP & Catalano P. Multiple imputation in a
large-scale complex survey: a practical guide. Statistical Methods in Medical Research
2010;19:653-670.

Heikman P, Häkkinen M, Gergov M & Ojanperä I. Urine naloxone concentration at
different phases of buprenorphine maintenance treatment. Drug Testing and Analysis
2013; DOI: 10.1002/dta.1464.

Herget G. Methadone and buprenorphine added to the WHO list of essential medicines.
HIV/AIDS Policy & Law Review 2005;10:23-24.

Hermanson T. Sosiaali- ja terveysministeriön asetus opioidiriippuvaisten vieroitus- ja
korvaushoidosta eräillä lääkkeillä, Muistio 11.1.2008. [Decree of the Ministry of Social
Affairs  and  Health  on  the  detoxification  and  substitution  treatment  of  opioid  addicts
with certain medicinal products, Memo January 11, 2008].

Hersh D, Little SL & Gleghorn A. Integrating buprenorphine treatment into a public
healthcare system: the San Francisco Department of Public Health's office-based
Buprenorphine Pilot Program. Journal of Psychoactive Drugs 2011;43:136-145.

Ho  RC,  Ho  EC  &  Mak  A.  Cutaneous  complications  among  i.v.  buprenorphine  users.  The
Journal of Dermatology 2009;36:22-29.

Holland R, Matheson C, Anthony G, Roberts K, Priyardarshi S, Macrae A, Whitelaw E,
Appavoo S & Bond C. A pilot randomised controlled trial of brief versus twice weekly
versus standard supervised consumption in patients on opiate maintenance treatment.
Drug and Alcohol Review 2012;31:483-491.

Holmes D. Prescription drug addiction: the treatment challenge. Lancet 2012;379:17-18.

Horyniak D, Dietze P, Larance B, Winstock A & Degenhardt L. The prevalence and
correlates of buprenorphine inhalation amongst opioid substitution treatment (OST)
clients in Australia. The International Journal on Drug Policy 2011;22:167-171.

Hoskin PJ & Hanks GW. Opioid agonist-antagonist drugs in acute and chronic pain states.
Drugs 1991;41:326-344.

Huestis  MA,  Cone  EJ,  Pirnay  SO,  Umbricht  A  &  Preston  KL.  Intravenous  buprenorphine
and norbuprenorphine pharmacokinetics in humans. Drug and Alcohol Dependence
2013;131:258-262.



94

Hughes  AA,  Bogdan  GM  &  Dart  RC.  Active  surveillance  of  abused  and  misused
prescription opioids using poison center data: a pilot study and descriptive
comparison. Clinical Toxicology 2007;45:144-151.

Inciardi JA, Surratt HL, Kurtz SP & Cicero TJ.  Mechanisms of prescription drug diversion
among drug-involved club- and street-based populations. Pain Medicine 2007;8:171-
183.

International Narcotics Control Board. Report of the International Narcotics Control Board
for 2012. 2013. Sales No. E.13.XI.1. Vienna:  United Nations Publication.

International Narcotics Control Board. List of Psychotropic Substances under International
Control. 2010. Sales  No.  M.06.XI.16.  In  accordance  with  the  Convention  on
Psychotropic Substances of 1971. Green list, 24th edition. United Nations Publication.

Iribarne C, Picart D, Dreano Y, Bail JP & Berthou F. Involvement of cytochrome P450 3A4 in
N-dealkylation of buprenorphine in human liver microsomes. Life Sciences
1997;60:1953-1964.

Jalili M, Fathi M, Moradi-Lakeh M & Zehtabchi S. Sublingual buprenorphine in acute pain
management: a double-blind randomized clinical trial. Annals of Emergency Medicine
2012;59:276-280.

Janssen  KJ,  Donders  AR,  Harrell  FE,Jr,  Vergouwe  Y,  Chen  Q,  Grobbee  DE  &  Moons  KG.
Missing covariate data in medical research: to impute is better than to ignore. Journal of
Clinical Epidemiology 2010;63:721-727.

Jasinski  DR,  Pevnick  JS  &  Griffith  JD.  Human  pharmacology  and  abuse  potential  of  the
analgesic buprenorphine: a potential agent for treating narcotic addiction. Archives of
General Psychiatry 1978;35:501-516.

Jenkinson  RA,  Clark  NC,  Fry  CL  &  Dobbin  M.  Buprenorphine  diversion  and  injection  in
Melbourne, Australia: an emerging issue? Addiction 2005;100:197-205.

Johanson  CE,  Arfken  CL,  di  Menza  S  &  Schuster  CR.  Diversion  and  abuse  of
buprenorphine: findings from national surveys of treatment patients and physicians.
Drug and Alcohol Dependence 2012;120:190-195.

Johnson RE, Chutuape MA, Strain EC, Walsh SL, Stitzer ML & Bigelow GE. A comparison
of levomethadyl acetate, buprenorphine, and methadone for opioid dependence. The
New England Journal of Medicine 2000;343:1290-1297.

Johnson RE, Cone EJ, Henningfield JE & Fudala PJ. Use of buprenorphine in the treatment
of opiate addiction. I. Physiologic and behavioral effects during a rapid dose induction.
Clinical Pharmacology and Therapeutics 1989;46:335-343.

Johnson RE, Eissenberg T, Stitzer ML, Strain EC, Liebson IA & Bigelow GE. Buprenorphine
treatment of opioid dependence: clinical trial of daily versus alternate-day dosing.
Drug and Alcohol Dependence 1995a;40:27-35.



95

Johnson RE, Eissenberg T, Stitzer ML, Strain EC, Liebson IA & Bigelow GE. A placebo
controlled clinical trial of buprenorphine as a treatment for opioid dependence. Drug
and Alcohol Dependence 1995b;40:17-25.

Johnson RE, Fudala PJ & Payne R. Buprenorphine: considerations for pain management.
Journal of Pain and Symptom Management 2005;29:297-326.

Johnson RE, Jaffe JH & Fudala PJ. A controlled trial of buprenorphine treatment for opioid
dependence. JAMA 1992;267:2750-2755.

Johnson RE, Strain EC & Amass L. Buprenorphine: how to use it  right.  Drug and Alcohol
Dependence 2003;70:S59-77.

Jones HE. Practical considerations for the clinical use of buprenorphine. Science & Practice
Perspectives 2004;2:4-20.

Jones  HE,  Finnegan  LP  &  Kaltenbach  K.  Methadone  and  buprenorphine  for  the
management of opioid dependence in pregnancy. Drugs 2012;72:747-757.

Kakko J, Grönbladh L, Svanborg KD, von Wachenfeldt J, Ruck C, Rawlings B, Nilsson L &
Heilig M. A Stepped Care Strategy Using Buprenorphine and Methadone Versus
Conventional Methadone Maintenance in Heroin Dependence: A Randomized
Controlled Trial. The American Journal of Psychiatry 2007;164:797-803.

Kakko J, Svanborg KD, Kreek MJ & Heilig M. 1-year retention and social function after
buprenorphine-assisted relapse prevention treatment for heroin dependence in
Sweden: a randomised, placebo-controlled trial. Lancet 2003;361:662-668.

Kamien JB, Branstetter SA & Amass L. Buprenorphine-naloxone versus methadone
maintenance therapy: a randomised double-blind trial with opioid-dependent patients.
Heroin Addiction and Related Clinical Problems 2008;10:5-18.

Katz  C,  El-Gabalawy  R,  Keyes  KM,  Martins  SS  &  Sareen  J.  Risk  factors  for  incident
nonmedical prescription opioid use and abuse and dependence: Results from a
longitudinal nationally representative sample. Drug and Alcohol Dependence
2013;132:107-113.

Katz  NP,  Adams  EH,  Benneyan  JC,  Birnbaum  HG,  Budman  SH,  Buzzeo  RW,  Carr  DB,
Cicero TJ, Gourlay D, Inciardi JA, Joranson DE, Kesslick J & Lande SD. Foundations of
opioid risk management. The Clinical Journal of Pain 2007;23:103-118.

Kobayashi K, Yamamoto T, Chiba K, Tani M, Shimada N, Ishizaki T & Kuroiwa Y. Human
buprenorphine N-dealkylation is catalyzed by cytochrome P450 3A4. Drug Metabolism
and Disposition 1998;26:818-821.

Kosten TR, Morgan C & Kosten TA. Depressive symptoms during buprenorphine
treatment of opioid abusers. Journal of Substance Abuse Treatment 1990;7:51-54.



96

Kosten  TR,  Schottenfeld  R,  Ziedonis  D  &  Falcioni  J.  Buprenorphine  versus  methadone
maintenance for opioid dependence. The Journal of Nervous and Mental Disease
1993;181:358-364.

Kraus ML, Alford DP, Kotz MM, Levounis P, Mandell TW, Meyer M, Salsitz EA, Wetterau
N, Wyatt SA & American Society Of Addiction Medicine. Statement of the American
Society Of Addiction Medicine Consensus Panel on the use of buprenorphine in office-
based treatment of opioid addiction. Journal of Addiction Medicine 2011;5:254-263.

Kress HG. Clinical update on the pharmacology, efficacy and safety of transdermal
buprenorphine. European Journal of Pain 2009;13:219-230.

Kuehn BM. Prescription drug abuse rises globally. JAMA 2007;297:1306.

Kuhlman JJ,Jr, Lalani S, Magluilo J,Jr, Levine B & Darwin WD. Human pharmacokinetics of
intravenous, sublingual, and buccal buprenorphine. Journal of Analytical Toxicology
1996;20:369-378.

Kumar MS, Mudaliar S, Thyagarajan SP, Kumar S, Selvanayagam A & Daniels D. Rapid
assessment and response to injecting drug use in Madras, South India. The
International Journal on Drug Policy 2000;11:83-98.

Lafferty L, Hunter TS & Marsh WA. Knowledge, attitudes and practices of pharmacists
concerning prescription drug abuse. Journal of Psychoactive Drugs 2006;38:229-232.

Lange WR, Fudala PJ, Dax EM & Johnson RE. Safety and side-effects of buprenorphine in
the clinical management of heroin addiction. Drug and Alcohol Dependence
1990;26:19-28.

Larance  B,  Ambekar  A,  Azim  T,  Murthy  P,  Panda  S,  Degenhardt  L  &  Mathers  B.  The
availability, diversion and injection of pharmaceutical opioids in South Asia. Drug and
Alcohol Review 2011a;30:246-254.

Larance B, Degenhardt L, Lintzeris N, Bell J, Winstock A, Dietze P, Mattick R, Ali R &
Horyniak D. Post-marketing surveillance of buprenorphine-naloxone in Australia:
Diversion, injection and adherence with supervised dosing. Drug and Alcohol
Dependence 2011b;118:265-273.

Larance B, Degenhardt L, Lintzeris N, Winstock A & Mattick R. Definitions related to the
use of pharmaceutical opioids: extramedical use, diversion, non-adherence and
aberrant medication-related behaviours. Drug and Alcohol Review 2011c;30:236-245.

Larance  B,  Degenhardt  L,  O'Brien S,  Lintzeris  N,  Winstock A,  Mattick  RP,  Bell  J  & Ali  R.
Prescribers' perceptions of the diversion and injection of medication by opioid
substitution treatment patients. Drug and Alcohol Review 2011d;30:613-620.

Lavelle TL, Hammersley R & Forsyth A. The use of buprenorphine and temazepam by
drug injectors. Journal of Addictive Diseases 1991;10:5-14.



97

Lavie E, Fatseas M, Denis C & Auriacombe M. Benzodiazepine use among opiate-
dependent subjects in buprenorphine maintenance treatment: correlates of use, abuse
and dependence. Drug and Alcohol Dependence 2009;99:338-344.

Lawrie T, Matheson C, Bond CM & Roberts K. Pharmacy customers' views and experiences
of  using  pharmacies  which  provide  drug  misuse  services.  Drug  and  Alcohol  Review
2004;23:195-202.

Lawrinson P, Roche A, Terao H & Le PP. Dispensing opioid substitution treatment:
practices, attitudes and intentions of community-based pharmacists. Drug and Alcohol
Review 2008;27:47-53.

Lea T,  Sheridan J  & Winstock A.  Consumer satisfaction with opioid treatment  services  at
community pharmacies in Australia. Pharmacy World & Science 2008;30:940-946.

Leander JD. Buprenorphine is a potent kappa-opioid receptor antagonist in pigeons and
mice. European Journal of Pharmacology 1988;151:457-461.

Leander JD. Buprenorphine has potent kappa opioid receptor antagonist activity.
Neuropharmacology 1987;26:1445-1447.

Lee CE. Tackling Subutex abuse in Singapore. Singapore Medical Journal 2006;47:919-921.

Leonardi C, Hanna N, Laurenzi P, Fagetti R & I.D.A.C. Group. Multi-centre observational
study  of  buprenorphine  use  in  32  Italian  drug  addiction  centres.  Drug  and  Alcohol
Dependence 2008;94:125-132.

Lewis JW. Buprenorphine. Drug and Alcohol Dependence 1985;14:363-372.

Ling W, Casadonte P, Bigelow G, Kampman KM, Patkar A, Bailey GL, Rosenthal RN &
Beebe KL. Buprenorphine implants for treatment of opioid dependence: a randomized
controlled trial. JAMA 2010;304:1576-1583.

Ling  W,  Charuvastra  C,  Collins  JF,  Batki  S,  Brown  LS,Jr,  Kintaudi  P,  Wesson  DR,
McNicholas  L,  Tusel  DJ,  Malkerneker  U,  Renner  JA,Jr,  Santos  E,  Casadonte  P,  Fye C,
Stine S, Wang RI & Segal D. Buprenorphine maintenance treatment of opiate
dependence: a multicenter, randomized clinical trial. Addiction 1998;93:475-486.

Ling W, Mooney L & Hillhouse M. Prescription opioid abuse, pain and addiction: clinical
issues and implications. Drug and Alcohol Review 2011;30:300-305.

Ling W, Wesson DR, Charuvastra C & Klett CJ. A controlled trial comparing
buprenorphine and methadone maintenance in opioid dependence. Archives of
General Psychiatry 1996;53:401-407.

Lintzeris N, Lenne M & Ritter A. Methadone injecting in Australia: a tale of two cities.
Addiction 1999;94:1175-1178.

Lintzeris N, Leung SY, Dunlop AJ, Larance B, White N, Rivas GR, Holland RM, Degenhardt
L,  Muhleisen  P,  Hurley  M  &  Ali  R.  A  randomised  controlled  trial  of  sublingual



98

buprenorphine-naloxone film versus tablets in the management of opioid dependence.
Drug and Alcohol Dependence 2013;131:119-126.

Lintzeris N & Nielsen S. Benzodiazepines, methadone and buprenorphine: interactions and
clinical management. The American Journal on Addictions 2010;19:59-72.

Lintzeris  N,  Ritter  A,  Panjari  M,  Clark  N,  Kutin  J  &  Bammer  G.  Implementing
buprenorphine  treatment  in  community  settings  in  Australia:  experiences  from  the
Buprenorphine Implementation Trial. The American Journal on Addictions
2004;13:S29-41.

Lofwall  MR & Havens JR.  Inability  to  access  buprenorphine treatment  as  a  risk  factor  for
using diverted buprenorphine. Drug and Alcohol Dependence 2012;126:379-383.

Lofwall MR, Wunsch MJ, Nuzzo PA & Walsh SL. Efficacy of continuing medical education
to reduce the risk of buprenorphine diversion. Journal of Substance Abuse Treatment
2011;41:321-329.

Lofwall  MR,  Wunsch  MJ  &  Walsh  SL.  Pharmacy  willingness  to  partner  with  office-based
opioid dependence treatment providers in conducting random buprenorphine pill
counts. The American Journal on Addictions 2010;19:195-196.

Loo  HW,  Yam  AK,  Tan  TC,  Peng  YP  &  Teoh  LC.  Severe  upper  limb  complications  from
parenteral abuse of Subutex. Annals of the Academy of Medicine, Singapore
2005;34:575-578.

Lutfy K & Cowan A. Buprenorphine: a unique drug with complex pharmacology. Current
Neuropharmacology 2004;2:395-402.

Luty J, Kumar P & Stagias K. Stigmatised attitudes in independent pharmacies associated
with discrimination towards individuals with opioid dependence. The Psychiatrist
2010;34:511-514.

Madden A, Lea T, Bath N & Winstock AR. Satisfaction guaranteed? What clients on
methadone and buprenorphine think about their treatment. Drug and Alcohol Review
2008;27:671-678.

Magnelli F, Biondi L, Calabria R, Fiore A, Peluso E, Vonella D & Rota AG. Safety and
efficacy of buprenorphine/naloxone in opioid-dependent patients: an Italian
observational study. Clinical Drug Investigation 2010;30:S21-26.

Malin K, Holopainen A & Tourunen J. "Mä käytän subua, että mä pysyn terveenä ja pystyn
toimimaan": käyttäjän kokemuksia ja näkemyksiä buprenorfiinin käytöstä. [Users'
experiences with and views about buprenorphine abuse]. Yhteiskuntapolitiikka
2006;71:297-306.

Mammen  K  &  Bell  J.  The  clinical  efficacy  and  abuse  potential  of  combination
buprenorphine-naloxone in the treatment of opioid dependence. Expert Opinion on
Pharmacotherapy 2009;10:2537-2544.



99

Maremmani I, Pani PP, Pacini M & Perugi G. Substance use and quality of life over 12
months among buprenorphine maintenance-treated and methadone maintenance-
treated heroin-addicted patients. Journal of Substance Abuse Treatment 2007;33:91-98.

Mark TL, Dilonardo J, Vandivort R & Miller K. Psychiatric and medical comorbidities,
associated pain, and health care utilization of patients prescribed buprenorphine.
Journal of Substance Abuse Treatment 2013;44:481-487.

Mark TL,  Kassed CA,  Vandivort-Warren R,  Levit  KR & Kranzler  HR.  Alcohol  and opioid
dependence medications: prescription trends, overall and by physician specialty. Drug
and Alcohol Dependence 2009;99:345-349.

Marsch LA, Bickel WK, Badger GJ & Jacobs EA. Buprenorphine treatment for opioid
dependence:  the  relative  efficacy  of  daily,  twice  and  thrice  weekly  dosing.  Drug  and
Alcohol Dependence 2005;77:195-204.

Martin WR, Eades CG, Thompson JA, Huppler RE & Gilbert PE. The effects of morphine-
and nalorphine- like drugs in the nondependent and morphine-dependent chronic
spinal dog. The Journal of Pharmacology and Experimental Therapeutics 1976;197:517-
532.

Martins SS, Storr CL, Zhu H & Chilcoat HD. Correlates of extramedical use of OxyContin
versus  other  analgesic  opioids  among  the  US  general  population.  Drug  and  Alcohol
Dependence 2009;99:58-67.

Matheson C, Bond CM & Mollison J. Attitudinal factors associated with community
pharmacists' involvement in services for drug misusers. Addiction 1999;94:1349-1359.

Matheson  C,  Bond  CM  &  Tinelli  M.  Community  pharmacy  harm  reduction  services  for
drug misusers: national service delivery and professional attitude development over a
decade in Scotland. Journal of Public Health 2007;29:350-357.

Mattick  RP,  Ali  R,  White  JM,  O'Brien  S,  Wolk  S  &  Danz  C.  Buprenorphine  versus
methadone maintenance therapy: a randomized double-blind trial with 405 opioid-
dependent patients. Addiction 2003;98:441-452.

Mattick RP, Kimber J, Breen C & Davoli M. Buprenorphine maintenance versus placebo or
methadone maintenance for opioid dependence. Cochrane Database of Systematic
Reviews 2008;(2):CD002207.

McCann DJ. Potential of buprenorphine/naltrexone in treating polydrug addiction and co-
occurring psychiatric disorders. Clinical Pharmacology and Therapeutics 2008;83:627-
630.

McCarthy M. Prescription drug abuse up sharply in the USA. Lancet 2007;369:1505-1506.

McCormick R, Bryant L, Sheridan J & Gonzalez J. New Zealand community pharmacist
attitudes toward opioid-dependent clients. Drugs: Education, Prevention and Policy
2006;13:563-575.



100

McCormick CG, Henningfield JE, Haddox JD, Varughese S, Lindholm A, Rosen S, Wissel J,
Waxman D,  Carter  LP,  Seeger  V & Johnson RE.  Case  histories  in  pharmaceutical  risk
management. Drug and Alcohol Dependence 2009;105:S42-55.

McKeganey N, Russell C & Cockayne L. Medically assisted recovery from opiate
dependence within the context of the UK drug strategy: methadone and Suboxone
(buprenorphine-naloxone) patients compared. Journal of Substance Abuse Treatment
2013;44:97-102.

McLellan AT,  Luborsky L,  Woody GE & O'Brien CP.  An improved diagnostic  evaluation
instrument for substance abuse patients. The Addiction Severity Index. The Journal of
Nervous and Mental Disease 1980;168:26-33.

McPherson S,  Barbosa-Leiker  C,  Burns  GL,  Howell  D & Roll  J.  Missing data  in  substance
abuse treatment research: current methods and modern approaches. Experimental and
Clinical Psychopharmacology 2012;20:243-250.

Mello  NK,  Mendelson  JH  &  Kuehnle  JC.  Buprenorphine  effects  on  human  heroin  self-
administration: an operant analysis. The Journal of Pharmacology and Experimental
Therapeutics 1982;223:30-39.

Mendelson J, Flower K, Pletcher MJ & Galloway GP. Addiction to prescription opioids:
characteristics of the emerging epidemic and treatment with buprenorphine.
Experimental and Clinical Psychopharmacology 2008;16:435-441.

Mendelson  J  &  Jones  RT.  Clinical  and  pharmacological  evaluation  of  buprenorphine  and
naloxone combinations: why the 4:1 ratio for treatment? Drug and Alcohol Dependence
2003;70:S29-37.

Mendelson J, Jones RT, Fernandez I, Welm S, Melby AK & Baggott MJ. Buprenorphine and
naloxone interactions in opiate-dependent volunteers. Clinical Pharmacology and
Therapeutics 1996;60:105-114.

Mendelson  J,  Jones  RT,  Welm  S,  Brown  J  &  Batki  SL.  Buprenorphine  and  naloxone
interactions in methadone maintenance patients. Biological Psychiatry 1997a;41:1095-
1101.

Mendelson J, Upton RA, Everhart ET, Jacob P,3rd & Jones RT. Bioavailability of sublingual
buprenorphine. Journal of Clinical Pharmacology 1997b;37:31-37.

Mendelson JH & Mello NK. Human laboratory studies of buprenorphine. NIDA Research
Monograph 1992;121:38-60.

Middleton LS, Nuzzo PA, Lofwall MR, Moody DE & Walsh SL. The pharmacodynamic and
pharmacokinetic profile of intranasal crushed buprenorphine and
buprenorphine/naloxone tablets in opioid abusers. Addiction 2011;106:1460-1473.

Ministry of Social Affairs and Health. Decree of the Ministry of Social Affairs and Health on
the detoxification and substitution treatment of opioid addicts with certain medicinal
products. No. 33/2008.



101

Mintzer IL, Eisenberg M, Terra M, MacVane C, Himmelstein DU & Woolhandler S.
Treating opioid addiction with buprenorphine-naloxone in community-based primary
care settings. Annals of Family Medicine 2007;5:146-150.

Mizoguchi H, Spaulding A, Leitermann R, Wu HE, Nagase H & Tseng LF. Buprenorphine
blocks epsilon- and micro-opioid receptor-mediated antinociception in the mouse. The
Journal of Pharmacology and Experimental Therapeutics 2003;306:394-400.

Moatti JP, Vlahov D, Feroni I, Perrin V & Obadia Y. Multiple access to sterile syringes for
injection drug users: vending machines, needle exchange programs and legal pharmacy
sales in Marseille, France. European Addiction Research 2001;7:40-45.

Monte  AA,  Mandell  T,  Wilford  BB,  Tennyson  J  &  Boyer  EW.  Diversion  of
buprenorphine/naloxone coformulated tablets in a region with high prescribing
prevalence. Journal of Addictive Diseases 2009;28:226-231.

Montesano  F,  Zaccone  D,  Battaglia  E,  Genco  F  &  Mellace  V.  Therapeutic  switch  to
buprenorphine/naloxone from buprenorphine alone: clinical experience in an Italian
addiction centre. Clinical Drug Investigation 2010;30:S13-19.

Moore  BA,  Barry DT,  Sullivan LE,  O'connor  PG,  Cutter  CJ,  Schottenfeld RS & Fiellin  DA.
Counseling and directly observed medication for primary care buprenorphine
maintenance: a pilot study. Journal of Addiction Medicine 2012;6:205-211.

Moore BA, Fiellin DA, Barry DT, Sullivan LE, Chawarski MC, O'Connor PG & Schottenfeld
RS. Primary care office-based buprenorphine treatment: comparison of heroin and
prescription opioid dependent patients. Journal of General Internal Medicine
2007;22:527-530.

Moratti  E,  Kashanpour  H,  Lombardelli  T  &  Maisto  M.  Intravenous  misuse  of
buprenorphine: characteristics and extent among patients undergoing drug
maintenance therapy. Clinical Drug Investigation 2010;30:S3-11.

Mounteney J & Haugland S. Earlier warning: a multi-indicator approach to monitoring
trends in the illicit use of medicines. The International Journal on Drug Policy
2009;20:161-169.

Muhleisen  P,  Spence  J  &  Nielsen  S.  Crushing  buprenorphine  tablets.  Drug  and  Alcohol
Review 2003;22:471-472.

Napper LE, Fisher DG, Johnson ME & Wood MM. The reliability and validity of drug users'
self reports of amphetamine use among primarily heroin and cocaine users. Addictive
Behaviors 2010;35:350-354.

Nasar  MA,  McLeavy  MA  &  Knox  J.  An  open  study  of  sub-lingual  buprenorphine  in  the
treatment of chronic pain in the elderly. Current Medical Research and Opinion
1986;10:251-255.



102

National Advisory Board on Research Ethics in Finland. Ethical principles of research in the
humanities and social and behavioural sciences and proposals for ethical review. 2009.
Helsinki.

Negus  SS,  Bidlack  JM,  Mello  NK,  Furness  MS,  Rice  KC  &  Brandt  MR.  Delta  opioid
antagonist effects of buprenorphine in rhesus monkeys. Behavioural Pharmacology
2002;13:557-570.

Ng WL, Mythily S,  Song G, Chan YH & Winslow M. Concomitant use of midazolam and
buprenorphine and its implications among drug users in Singapore. Annals of the
Academy of Medicine, Singapore 2007;36:774-777.

Nielsen S, Bruno R, Lintzeris N, Fischer J, Carruthers S & Stoove M. Pharmaceutical opioid
analgesic and heroin dependence: how do treatment-seeking clients differ in Australia?
Drug and Alcohol Review 2011;30:291-299.

Nielsen S, Dietze P, Dunlop A, Muhleisen P, Lee N & Taylor D. Buprenorphine supply by
community pharmacists in Victoria, Australia: perceptions, experiences and key issues
identified. Drug and Alcohol Review 2007a;26:143-151.

Nielsen  S,  Dietze  P,  Lee  N,  Dunlop  A  &  Taylor  D.  Concurrent  buprenorphine  and
benzodiazepines use and self-reported opioid toxicity in opioid substitution treatment.
Addiction 2007b;102:616-622.

Nizamie SH & Sharma LN. Buprenorphine abuse: a case report. Indian Journal of
Psychiatry 1990;32:198-200.

Nordmann S, Frauger E, Pauly V, Orleans V, Pradel V, Mallaret M, Thirion X & Micallef J.
Misuse of buprenorphine maintenance treatment since introduction of its generic
forms: OPPIDUM survey. Pharmacoepidemiology and Drug Safety 2012;21:184-190.

Obadia  Y,  Perrin  V,  Feroni  I,  Vlahov  D  &  Moatti  J.  Injecting  misuse  of  buprenorphine
among French drug users. Addiction 2001;96:267-272.

O'Brien C. Addiction and dependence in DSM-V. Addiction 2011;106:866-867.

O'Connor JJ, Moloney E, Travers R & Campbell A. Buprenorphine abuse among opiate
addicts. British Journal of Addiction 1988;83:1085-1087.

Office of Applied Studies. Treatment Episode Data Set (TEDS) 1998-2008: National
admissions to substance abuse treatment services. 2010. DASIS Series: S-50. HHS
Publication No. (SMA) 09-4471, Rockville, MD. Substance Abuse and Mental Health
Services Administration.

Otiashvili D, Zabransky T, Kirtadze I, Piralishvili G, Chavchanidze M & Miovsky M. Why
do the clients of Georgian needle exchange programmes inject buprenorphine?
European Addiction Research 2010;16:1-8.



103

Pani PP, Maremmani I, Pirastu R, Tagliamonte A & Gessa GL. Buprenorphine: a controlled
clinical trial in the treatment of opioid dependence. Drug and Alcohol Dependence
2000;60:39-50.

Parfitt T. Designer drug Subutex takes its toll in Tbilisi. Lancet 2006;368:273-274.

Partanen A, Holmström P, Holopainen A & Perälä R. Buprenorfiinin pistäminen yleistynyt
huumeiden sekakäytössä. [Injecting drug users in the Riski study, Buprenorphine
injecting has increased in poly-drug use]. Finnish Medical Journal 2004;59:3605-3611.

Partanen P, Hakkarainen P, Hankilanoja A, Kuussaari K, Rönkä S, Salminen M, Seppälä T
& Virtanen A. Amfetamiinien ja opiaattien ongelmakäytön yleisyys Suomessa 2005.
[The prevalence of the problematic use of amphetamines and opioids in Finland in
2005]. Yhteiskuntapolitiikka 2007;72:553-561.

Partanen P, Hakkarainen P, Holmström P, Kinnunen A, Lammi R, Leinikki P, Partanen A,
Seppälä T, Simpura J & Virtanen A. Amfetamiinien ja opiaattien käytön yleisyys
Suomessa 1998. [The prevalence of the problematic use of amphetamines and opioids
in Finland in 1998]. Yhteiskuntapolitiikka 2000;65:534-541.

Partanen TA, Vikatmaa P, Tukiainen E, Lepantalo M & Vuola J. Outcome after injections of
crushed tablets in intravenous drug abusers in the Helsinki University Central
Hospital. European Journal of Vascular and Endovascular Surgery 2009;37:704-711.

Paulozzi LJ, Budnitz DS & Xi Y. Increasing deaths from opioid analgesics in the United
States. Pharmacoepidemiology and Drug Safety 2006;15:618-627.

Paulozzi LJ, Weisler RH & Patkar AA. A national epidemic of unintentional prescription
opioid overdose deaths: how physicians can help control it. The Journal of Clinical
Psychiatry 2011;72:589-592.

Pauly V, Frauger E, Pradel V, Rouby F, Berbis J, Natali F, Reggio P, Coudert H, Micallef J &
Thirion  X.  Which  indicators  can  public  health  authorities  use  to  monitor  prescription
drug abuse and evaluate the impact of regulatory measures? Controlling High Dosage
Buprenorphine abuse. Drug and Alcohol Dependence 2011;113:29-36.

Pauly  V,  Pradel  V,  Pourcel  L,  Nordmann  S,  Frauger  E,  Lapeyre-Mestre  M,  Micallef  J  &
Thirion X. Estimated magnitude of diversion and abuse of opioids relative to
benzodiazepines in France. Drug and Alcohol Dependence 2012;126:13-20.

Pergolizzi  J,  Aloisi  AM, Dahan A,  Filitz  J,  Langford R,  Likar  R,  Mercadante  S,  Morlion B,
Raffa RB, Sabatowski R, Sacerdote P, Torres LM & Weinbroum AA. Current knowledge
of buprenorphine and its unique pharmacological profile. Pain Practice 2010;10:428-
450.

Pergolizzi J, Boger RH, Budd K, Dahan A, Erdine S, Hans G, Kress HG, Langford R, Likar
R, Raffa RB & Sacerdote P. Opioids and the management of chronic severe pain in the
elderly: consensus statement of an International Expert Panel with focus on the six
clinically most often used World Health Organization Step III opioids (buprenorphine,



104

fentanyl, hydromorphone, methadone, morphine, oxycodone). Pain Practice 2008;8:287-
313.

Petitjean S, Stohler R, Deglon JJ, Livoti S, Waldvogel D, Uehlinger C & Ladewig D. Double-
blind randomized trial of buprenorphine and methadone in opiate dependence. Drug
and Alcohol Dependence 2001;62:97-104.

Pickworth  WB,  Johnson  RE,  Holicky  BA  &  Cone  EJ.  Subjective  and  physiologic  effects  of
intravenous buprenorphine in humans. Clinical Pharmacology and Therapeutics
1993;53:570-576.

Poulain P, Denier W, Douma J, Hoerauf K, Samija M, Sopata M & Wolfram G. Efficacy and
safety of transdermal buprenorphine: a randomized, placebo-controlled trial in 289
patients  with  severe  cancer  pain.  Journal  of  Pain  and  Symptom  Management
2008;36:117-125.

Pradel V, Frauger E, Thirion X, Ronfle E, Lapierre V, Masut A, Coudert C, Blin O & Micallef
J. Impact of a prescription monitoring program on doctor-shopping for high dosage
buprenorphine. Pharmacoepidemiology and Drug Safety 2009;18:36-43.

Preston KL, Bigelow GE & Liebson IA. Effects of sublingually given naloxone in opioid-
dependent human volunteers. Drug and Alcohol Dependence 1990;25:27-34.

Preston  KL,  Bigelow  GE  &  Liebson  IA.  Buprenorphine  and  naloxone  alone  and  in
combination in opioid-dependent humans. Psychopharmacology 1988;94:484-490.

Quigley  AJ,  Bredemeyer  DE  &  Seow  SS.  A  case  of  buprenorphine  abuse.  The  Medical
Journal of Australia 1984;140:425-426.

Rainey HB. Abuse of buprenorphine. The New Zealand Medical Journal 1986;99:72.

Raisch DW, Fudala PJ, Saxon AJ, Walsh R, Casadonte P, Ling W, Johnson BA, Malkerneker
U,  Ordorica  P,  Williford WO & Sather  MR.  Pharmacists'  and technicians'  perceptions
and attitudes toward dispensing buprenorphine/ naloxone to patients with opioid
dependence. Journal of the American Pharmacists Association 2005;45:23-32.

Rapeli P, Fabritius C, Alho H, Salaspuro M, Wahlbeck K & Kalska H. Methadone vs.
buprenorphine/naloxone during early opioid substitution treatment: a naturalistic
comparison of cognitive performance relative to healthy controls. BMC Clinical
Pharmacology 2007;7:5.

Ray R, Pal H, Kumar R, Maulick P & Mangla R. Post-marketing surveillance of
buprenorphine. Pharmacoepidemiology and Drug Safety 2004;13:615-619.

Richert T & Johnson B. Illicit use of methadone and buprenorphine among adolescents and
young adults in Sweden. Harm Reduction Journal 2013;10:27.

Ritter A & Di Natale R. The relationship between take-away methadone policies and
methadone diversion. Drug and Alcohol Review 2005;24:347-352.



105

Robbie  DS.  A trial  of  sublingual  buprenorphine in  cancer  pain.  British  Journal  of  Clinical
Pharmacology 1979;7:S315-317.

Robertson  JR  &  Bucknall  ABV.  Buprenorphine:  Dangerous  drug  or  overlooked  therapy.
British Medical Journal 1986;292:1465.

Robinson  GM,  Dukes  PD,  Robinson  BJ,  Cooke  RR  &  Mahoney  GN.  The  misuse  of
buprenorphine and a buprenorphine-naloxone combination in Wellington, New
Zealand. Drug and Alcohol Dependence 1993;33:81-86.

Romach MK, Schoedel KA & Sellers EM. Update on tamper-resistant drug formulations.
Drug and Alcohol Dependence 2013;130:13-23.

Romelsjö A, Engdahl B, Stenbacka M, Fugelstad A, Davstad I, Leifman A & Thiblin I. Were
the changes to Sweden's maintenance treatment policy 2000-06 related to changes in
opiate-related mortality and morbidity? Addiction 2010;105:1625-1632.

Rosenblum  A,  Parrino  M,  Schnoll  SH,  Fong  C,  Maxwell  C,  Cleland  CM,  Magura  S  &
Haddox JD. Prescription opioid abuse among enrollees into methadone maintenance
treatment. Drug and Alcohol Dependence 2007;90:64-71.

Ross J,  Teesson M, Darke S,  Lynskey M, Ali R, Ritter A & Cooke R. The characteristics of
heroin users entering treatment: findings from the Australian treatment outcome study
(ATOS). Drug and Alcohol Review 2005;24:411-418.

Roux  P,  Villes  V,  Blanche  J,  Bry  D,  Spire  B,  Feroni  I  &  Carrieri  MP.  Buprenorphine  in
primary care: risk factors for treatment injection and implications for clinical
management. Drug and Alcohol Dependence 2008a;97:105-113.

Roux  P,  Villes  V,  Bry  D,  Spire  B,  Feroni  I,  Marcellin  F  &  Carrieri  MP.  Buprenorphine
sniffing as a response to inadequate care in substituted patients: results from the
Subazur survey in south-eastern France. Addictive Behaviors 2008b;33:1625-1629.

Saarialho-Kere U, Mattila MJ, Paloheimo M & Seppala T. Psychomotor, respiratory and
neuroendocrinological effects of buprenorphine and amitriptyline in healthy
volunteers. European Journal of Clinical Pharmacology 1987;33:139-146.

Sakol MS, Stark C & Sykes R. Buprenorphine and temazepam abuse by drug takers in
Glasgow--an increase. British Journal of Addiction 1989;84:439-441.

Samitca S, Huissoud T, Jeannin A & Dubois-Arber F. The role of pharmacies in the care of
drug  users:  what  has  changed  in  ten  years.  The  case  of  a  Swiss  region.  European
Addiction Research 2007;13:50-56.

San L, Cami J, Fernandez T, Olle JM, Peri JM & Torrens M. Assessment and management of
opioid withdrawal symptoms in buprenorphine-dependent subjects. British Journal of
Addiction 1992;87:55-62.



106

San L, Torrens M, Castillo C, Porta M & de la Torre R. Consumption of buprenorphine and
other drugs among heroin addicts under ambulatory treatment: results from cross-
sectional studies in 1988 and 1990. Addiction 1993;88:1341-1349.

Schaeffer T. Abuse-deterrent formulations, an evolving technology against the abuse and
misuse of opioid analgesics. Journal of Medical Toxicology 2012;8:400-407.

Schafer JL & Graham JW. Missing data: our view of the state of the art. Psychological
Methods 2002;7:147-177.

Schmidt CS, Schulte B, Wickert C, Thane K, Kuhn S, Verthein U & Reimer J. Non-prescribed
use of substitution medication among German drug users-Prevalence, motives and
availability. The International Journal on Drug Policy 2013; DOI:
10.1016/j.drugpo.2013.04.006.

Schottenfeld RS, Chawarski MC & Mazlan M. Maintenance treatment with buprenorphine
and naltrexone for heroin dependence in Malaysia: a randomised, double-blind,
placebo-controlled trial. Lancet 2008;371:2192-2200.

Schottenfeld RS, Pakes J, O'Connor P, Chawarski M, Oliveto A & Kosten TR. Thrice-weekly
versus daily buprenorphine maintenance. Biological Psychiatry 2000;47:1072-1079.

Schuh KJ, Walsh SL, Bigelow GE, Preston KL & Stitzer ML. Buprenorphine, morphine and
naloxone effects during ascending morphine maintenance in humans. The Journal of
Pharmacology and Experimental Therapeutics 1996;278:836-846.

Schuman-Olivier Z, Albanese M, Nelson SE, Roland L, Puopolo F, Klinker L & Shaffer HJ.
Self-treatment: illicit buprenorphine use by opioid-dependent treatment seekers.
Journal of Substance Abuse Treatment 2010;39:41-50.

Schuman-Olivier Z, Hoeppner BB, Weiss RD, Borodovsky J, Shaffer HJ & Albanese MJ.
Benzodiazepine use during buprenorphine treatment for opioid dependence: Clinical
and safety outcomes. Drug and Alcohol Dependence 2013;132:580-586.

Sharma Y & Mattoo SK. Buprenorphine abuse in India: an update. Indian Journal of
Psychiatry 1999;41:154-159.

Sheridan  J,  Manning  V,  Ridge  G,  Mayet  S  &  Strang  J.  Community  pharmacies  and  the
provision of opioid substitution services for drug misusers: changes in activity and
attitudes of community pharmacists across England 1995-2005. Addiction
2007;102:1824-1830.

Sheridan J, Strang J, Taylor C & Barber N. HIV prevention and drug treatment services for
drug misusers: a national study of community pharmacists' attitudes and their
involvement in service specific training. Addiction 1997;92:1737-1748.

Sheridan J, Wheeler A & Walters C. Health problems and help-seeking activities of
methadone maintenance clients at Auckland Methadone Service (AMS): potential for
community pharmacy service expansion? Harm Reduction Journal 2005;2:25.



107

Shrestha SM, Subedi NB, Shrestha S, Maharjan KG, Tsuda F & Okamoto H. Epidemiology
of hepatitis C virus infection in Nepal. Tropical Gastroenterology 1998;19:102-104.

Sigmon  SC.  Characterizing  the  emerging  population  of  prescription  opioid  abusers.  The
American Journal on Addictions 2006;15:208-212.

Simojoki, K. Improving maintenance treatment of opiate addiction: Clinical aspects. 2013.
Academic dissertation, University of Helsinki and National Institute of Health and
Welfare.

Simojoki K & Alho H. A five-year follow-up of buprenorphine abuse potential. Journal of
Alcoholism & Drug Dependence 2013;1:111.

Simojoki  K,  Lillsunde  P,  Lintzeris  N  &  Alho  H.  Bioavailability  of  buprenorphine  from
crushed and whole buprenorphine (subutex) tablets. European Addiction Research
2010;16:85-90.

Simojoki K, Vorma H & Alho H. A retrospective evaluation of patients switched from
buprenorphine (Subutex) to the buprenorphine/naloxone combination (Suboxone).
Substance Abuse Treatment, Prevention, and Policy 2008;3:16.

Simon R, Donmall M, Hartnoll  R, Kokkevi A, Ouwehand AW, Stauffacher M & Vicente J.
The EMCDDA/Pompidou Group treatment demand indicator protocol: a European
core item set for treatment monitoring and reporting. European Addiction Research
1999;5:197-207.

Simonsen KW, Normann PT, Ceder G, Vuori E, Thordardottir S, Thelander G, Hansen AC,
Teige B & Rollmann D. Fatal poisoning in drug addicts in the Nordic countries in 2007.
Forensic Science International 2011;207:170-176.

Singh  RA,  Mattoo  SK,  Malhotra  A  &  Varma  VK.  Cases  of  buprenorphine  abuse  in  India.
Acta Psychiatrica Scandinavica 1992;86:46-48.

Sittl  R,  Griessinger  N  &  Likar  R.  Analgesic  efficacy  and  tolerability  of  transdermal
buprenorphine in patients with inadequately controlled chronic pain related to cancer
and other disorders: a multicenter, randomized, double-blind, placebo-controlled trial.
Clinical Therapeutics 2003;25:150-168.

Skretting A & Rosenqvist P. Shifting focus in substitution treatment in the Nordic countries.
Nordic Studies on Alcohol and Drugs 2010;27:581-597.

Smirnov  A  &  Kemp  R.  Use  and  misuse  of  opioid  replacement  therapies:  a  Queensland
study. Substance Use & Misuse 2012;47:78-85.

Smith M, Rosenblum A, Parrino M, Fong C & Colucci S. Validity of self-reported misuse of
prescription opioid analgesics. Substance Use & Misuse 2010;45:1509-1524.

Smith MY, Bailey JE, Woody GE & Kleber HD. Abuse of buprenorphine in the United
States: 2003-2005. Journal of Addictive Diseases 2007;26:107-111.



108

Social Insurance Institute. Reseptiaineistosta muodostettu tilastointitiedosto
(kokonaisaineisto). [Compilation of statistics on prescriptions]. 2013. Kelasto-raportit.

Sohler NL, Weiss L, Egan JE, Lopez CM, Favaro J, Cordero R & Cunningham CO.
Consumer attitudes about opioid addiction treatment: a focus group study in New
York City. Journal of Opioid Management 2013;9:111-119.

Solomon SS, Desai M, Srikrishnan AK, Thamburaj E, Vasudevan CK, Kumar MS, Solomon
S, Celentano DD & Mehta SH. The profile of injection drug users in Chennai, India:
identification of risk behaviours and implications for interventions. Substance Use &
Misuse 2010;45:354-367.

Sorensen JL, Haug NA, Delucchi KL, Gruber V, Kletter E, Batki SL, Tulsky JP, Barnett P &
Hall S. Voucher reinforcement improves medication adherence in HIV-positive
methadone patients: a randomized trial. Drug and Alcohol Dependence 2007;88:54-63.

Soyka M. Buprenorphine and buprenorphine/naloxone soluble-film for treatment of opioid
dependence. Expert Opinion on Drug Delivery 2012;9:1409-1417.

Soyka  M,  Kranzler  HR,  van  den  Brink  W,  Krystal  J,  Moller  HJ,  Kasper  S  &  WFSBP  Task
Force on Treatment, Guidelines for Substance Use Disorders. The World Federation of
Societies of Biological Psychiatry (WFSBP) guidelines for the biological treatment of
substance use and related disorders. Part 2: Opioid dependence. The World Journal of
Biological Psychiatry 2011;12:160-187.

Soyka M, Zingg C, Koller G & Kuefner H. Retention rate and substance use in methadone
and buprenorphine maintenance therapy and predictors of outcome: results from a
randomized study. The International Journal of Neuropsychopharmacology
2008;11:641-653.

Spiller H, Lorenz DJ, Bailey EJ & Dart RC. Epidemiological trends in abuse and misuse of
prescription opioids. Journal of Addictive Diseases 2009;28:130-136.

Stewart MJ. Effect of scheduling of buprenorphine (Temgesic) on drug abuse patterns in
Glasgow. BMJ 1991;302:969.

Stimmel B. Buprenorphine misuse, abuse, and diversion: when will we ever learn? Journal
of Addictive Diseases 2007;26:1-3.

Stimolo C, Favero VD, Zecchinato G, Buson R, Cusin D, Pellachin P & Simonetto P. Safety
and  tolerability  of  the  switch  from  buprenorphine  to  buprenorphine/naloxone  in  an
Italian addiction treatment centre. Clinical Drug Investigation 2010;30:S27-31.

Stoller  KB,  Bigelow  GE,  Walsh  SL  &  Strain  EC.  Effects  of  buprenorphine/naloxone  in
opioid-dependent humans. Psychopharmacology 2001;154:230-242.

Stone  E  &  Fletcher  K.  User  views  on  supervised  methadone  consumption.  Addiction
Biology 2003;8:45-48.



109

Strain EC, Preston KL, Liebson IA & Bigelow GE. Buprenorphine effects in methadone-
maintained volunteers: effects at two hours after methadone. The Journal of
Pharmacology and Experimental Therapeutics 1995;272:628-638.

Strain EC, Preston KL, Liebson IA & Bigelow GE. Acute effects of buprenorphine,
hydromorphone and naloxone in methadone-maintained volunteers. The Journal of
Pharmacology and Experimental Therapeutics 1992;261:985-993.

Strain EC, Stitzer ML, Liebson IA & Bigelow GE. Buprenorphine versus methadone in the
treatment of opioid dependence: self-reports, urinalysis, and addiction severity index.
Journal of Clinical Psychopharmacology 1996;16:58-67.

Strain  EC,  Stitzer  ML,  Liebson  IA  &  Bigelow  GE.  Comparison  of  buprenorphine  and
methadone in the treatment of opioid dependence. The American Journal of Psychiatry
1994;151:1025-1030.

Strain  EC,  Stoller  K,  Walsh  SL  &  Bigelow  GE.  Effects  of  buprenorphine  versus
buprenorphine/naloxone tablets in non-dependent opioid abusers.
Psychopharmacology 2000;148:374-383.

Strain EC, Walsh SL, Preston KL, Liebson IA & Bigelow GE. The effects of buprenorphine in
buprenorphine-maintained volunteers. Psychopharmacology 1997;129:329-338.

Strang J. Abuse of buprenorphine (Temgesic) by snorting. BMJ 1991;302:969.

Strang J. Abuse of buprenorphine. Lancet 1985;2:725.

Strang J,  Manning V,  Mayet  S,  Ridge G,  Best  D & Sheridan J.  Does  prescribing for  opiate
addiction change after national guidelines? Methadone and buprenorphine prescribing
to opiate addicts by general practitioners and hospital doctors in England, 1995-2005.
Addiction 2007;102:761-770.

Su  TP.  Further  demonstration  of  kappa  opioid  binding  sites  in  the  brain:  evidence  for
heterogeneity. The Journal of Pharmacology and Experimental Therapeutics
1985;232:144-148.

Subramaniam GA & Stitzer MA. Clinical characteristics of treatment-seeking prescription
opioid vs. heroin-using adolescents with opioid use disorder. Drug and Alcohol
Dependence 2009;101:13-19.

Substance Abuse and Mental Health Services Administration. Treatment Episode Data Set
(TEDS): 2000-2010. National Admissions to Substance Abuse Treatment Services. 2012.
DASIS Series S-61, HHS Publication No. (SMA) 12-4701. Rockville, MD.  Substance
Abuse and Mental Health Services Administration, Center for Behavioral Health
Statistics and Quality.

Substance Abuse and Mental Health Services Administration. Results from the 2008
National Survey on Drug Use and Health: National Findings. 2009. NSDUH Series H-
36, HHS Publication No. (SMA) 09-4434, Table G2. Rockville, MD. Office of Applied
Studies.



110

Substance Abuse and Mental Health Services Administration & Department of Health and
Human Services. Opioid drugs in maintenance and detoxification treatment of opiate
addiction; proposed modification of dispensing restrictions for buprenorphine and
buprenorphine combination as used in approved opioid treatment medications. Final
rule. Federal Register 2012;77:72752-72761.

Tacke U. Abuse of buprenorphine by intravenous injection--the french connection.
Addiction 2002;97:1355.

Tacke U,  Uosukainen H,  Kananen M,  Kontra  K & Pentikanen H.  A pilot  study about  the
feasibility and cost-effectiveness of electronic compliance monitoring in substitution
treatment with buprenorphine-naloxone combination. Journal of Opioid Management
2009;5:321-329.

Takemori AE, Ikeda M & Portoghese PS. The mu, kappa and delta properties of various
opioid agonists. European Journal of Pharmacology 1986;123:357-361.

Talu  A,  Rajaleid  K,  Abel-Ollo  K,  Ruutel  K,  Rahu  M,  Rhodes  T,  Platt  L,  Bobrova  N  &
Uuskula  A.  HIV  infection  and  risk  behaviour  of  primary  fentanyl  and  amphetamine
injectors in Tallinn, Estonia: implications for intervention. The International Journal on
Drug Policy 2010;21:56-63.

Tammi T, Pitkänen T & Perälä J. Stadin nistit – huono-osaisten helsinkiläisten
huumeidenkäyttäjien päihteet sekä niiden käyttötavat ja hankinta. [Disadvantaged
drug  users  in  Helsinki:  what  drugs  do  they  use,  how  do  they  use  them  and  how  do
they get them]. Yhteiskuntapolitiikka 2011;76:45-54.

Tanhua H, Virtanen A, Knuuti U, Leppo A & Kotovirta A. Finland - Drug Situation 2011.
2011. National report to the EMCDDA by the Reitox National Focal Point. Helsinki:
National Institute for Health and Welfare (THL), Report 63/2011.

Tetrault JM, Desai RA, Becker WC, Fiellin DA, Concato J & Sullivan LE. Gender and non-
medical use of prescription opioids: results from a national US survey. Addiction
2008;103:258-268.

Thirion  X,  Lapierre  V,  Micallef  J,  Ronfle  E,  Masut  A,  Pradel  V,  Coudert  C,  Mabriez  JC  &
Sanmarco JL. Buprenorphine prescription by general practitioners in a French region.
Drug and Alcohol Dependence 2002;65:197-204.

Thirion X, Micallef J, Barrau K, Djezzar S, Lambert H, Sanmarco JL & Lagier G. Recent
evolution in opiate dependence in France during generalisation of maintenance
treatments. Drug and Alcohol Dependence 2001;61:281-285.

Tigerstedt I & Tammisto T. Double-blind, multiple-dose comparison of buprenorphine and
morphine in postoperative pain. Acta Anaesthesiologica Scandinavica 1980;24:462-468.

Tkacz J, Severt J, Kassed C & Ruetsch C. Clinical differences between opioid abuse classes
ameliorated after 1 year of buprenorphine-medication assisted treatment. Journal of
Addictive Diseases 2012;31:100-111.



111

Torre C, Lucas R & Barros H. Syringe exchange in community pharmacies--The Portuguese
experience. The International Journal on Drug Policy 2010;21:514-517.

Treloar C, Fraser S & Valentine K. Valuing methadone takeaway doses: The contribution of
service-user perspectives to policy and practice. Drugs: Education, Prevention and
Policy 2007;14:61-74.

Tzschentke TM. Behavioral pharmacology of buprenorphine, with a focus on preclinical
models of reward and addiction. Psychopharmacology 2002;161:1-16.

Umbricht  A,  Huestis  MA,  Cone  EJ  &  Preston  KL.  Effects  of  high-dose  intravenous
buprenorphine in experienced opioid abusers. Journal of Clinical Psychopharmacology
2004;24:479-487.

Unick  GJ,  Rosenblum  D,  Mars  S  &  Ciccarone  D.  Intertwined  epidemics:  national
demographic trends in hospitalizations for heroin- and opioid-related overdoses, 1993-
2009. PloS One 2013;8:e54496.

Valenciano M, Emmanuelli J & Lert F. Unsafe injecting practices among attendees of
syringe exchange programmes in France. Addiction 2001;96:597-606.

Varjonen V, Tanhua H, Forsell M & Perälä R. Finland Drug Situation 2012. 2012. National
report  to  the  EMCDDA  by  the  Reitox  Focal  Point.  Helsinki:  National  Institute  for
Health and Welfare (THL), Report 76/2012.

Vicknasingam B, Mazlan M, Schottenfeld RS & Chawarski MC. Injection of buprenorphine
and  buprenorphine/naloxone  tablets  in  Malaysia.  Drug  and  Alcohol  Dependence
2010;111:44-49.

Vidal-Trecan G, Varescon I, Nabet N & Boissonnas A. Intravenous use of prescribed
sublingual buprenorphine tablets by drug users receiving maintenance therapy in
France. Drug and Alcohol Dependence 2003;69:175-181.

Vigezzi  P,  Guglielmino  L,  Marzorati  P,  Silenzio  R,  De  Chiara  M,  Corrado  F,  Cocchi  L  &
Cozzolino E. Multimodal drug addiction treatment: a field comparison of methadone
and buprenorphine among heroin- and cocaine-dependent patients. Journal of
Substance Abuse Treatment 2006;31:3-7.

Walsh SL & Eissenberg T. The clinical pharmacology of buprenorphine: extrapolating from
the laboratory to the clinic. Drug and Alcohol Dependence 2003;70:S13-27.

Walsh SL, June HL, Schuh KJ, Preston KL, Bigelow GE & Stitzer ML. Effects of
buprenorphine and methadone in methadone-maintained subjects.
Psychopharmacology 1995a;119:268-276.

Walsh SL, Preston KL, Bigelow GE & Stitzer ML. Acute administration of buprenorphine in
humans:  partial  agonist  and  blockade  effects.  The  Journal  of  Pharmacology  and
Experimental Therapeutics 1995b;274:361-372.



112

Walsh SL, Preston KL, Stitzer ML, Cone EJ & Bigelow GE. Clinical pharmacology of
buprenorphine:  ceiling effects  at  high doses.  Clinical  Pharmacology and Therapeutics
1994;55:569-580.

Walters  C,  Raymont  A,  Galea  S  &  Wheeler  A.  Evaluation  of  online  training  for  the
provision of opioid substitution treatment by community pharmacists in New Zealand.
Drug and Alcohol Review 2012;31:903-910.

Wang LJ, Chiang SC, Su LW, Lin SK & Chen CK. Factors associated with drug-related
psychiatric disorders and suicide attempts among illicit drug users in Taiwan.
Substance Use & Misuse 2012;47:1185-1188.

Webster PC. Indigenous Canadians confront prescription opioid misuse. Lancet
2013;381:1447-1448.

Weinhold LL, Preston KL, Farre M, Liebson IA & Bigelow GE. Buprenorphine alone and in
combination with naloxone in non-dependent humans. Drug and Alcohol Dependence
1992;30:263-274.

Weiss RD, Potter JS, Fiellin DA, Byrne M, Connery HS, Dickinson W, Gardin J, Griffin ML,
Gourevitch MN, Haller DL, Hasson AL, Huang Z, Jacobs P, Kosinski AS, Lindblad R,
McCance-Katz  EF,  Provost  SE,  Selzer  J,  Somoza EC,  Sonne SC & Ling W.  Adjunctive
counseling during brief and extended buprenorphine-naloxone treatment for
prescription opioid dependence: a 2-phase randomized controlled trial. Archives of
General Psychiatry 2011;68:1238-1246.

Winslow M, Ng WL, Mythily S, Song G & Yiong HC. Socio-demographic profile and help-
seeking behaviour of buprenorphine abusers in Singapore. Annals of the Academy of
Medicine, Singapore 2006;35:451-456.

Winstock AR & Bell J. Clinical Guidelines, Assessing suitability for unsupervised
medication doses in the treatment of opioid dependency. 2006. The Royal Australasian
College of Physicians, Adult Medicine Division.

Winstock  AR  &  Lea  T.  Diversion  and  injection  of  methadone  and  buprenorphine  among
clients in public opioid treatment clinics in New South Wales, Australia. Substance Use
& Misuse 2010;45:240-252.

Winstock AR, Lea T & Jackson AP. Methods and motivations for buprenorphine diversion
from public opioid substitution treatment clinics. Journal of Addictive Diseases
2009a;28:57-63.

Winstock AR, Lea T & Ritter A. The impact of community pharmacy dispensing fees on the
introduction of buprenorphine - naloxone in Australia. Drug and Alcohol Review
2007;26:411-416.

Winstock  AR,  Lea  T  &  Sheridan  J.  Problems  experienced  by  community  pharmacists
delivering opioid substitution treatment in New South Wales and Victoria, Australia.
Addiction 2010;105:335-342.



113

Winstock AR, Lea T & Sheridan J. What is diversion of supervised buprenorphine and how
common is it? Journal of Addictive Diseases 2009b;28:269-278.

Winstock AR, Lea T & Sheridan J. Prevalence of diversion and injection of methadone and
buprenorphine among clients receiving opioid treatment at community pharmacies in
New South Wales, Australia. The International Journal on Drug Policy 2008;19:450-458.

Wish  ED,  Artigiani  E,  Billing  A,  Hauser  W,  Hemberg  J,  Shiplet  M  &  DuPont  RL.  The
emerging buprenorphine epidemic in the United States. Journal of Addictive Diseases
2012;31:3-7.

Wish ED, Hoffman JA & Nemes S. The validity of self-reports of drug use at treatment
admission and at followup: comparisons with urinalysis and hair assays. NIDA
Research Monograph 1997;167:200-226.

Wolff RF, Aune D, Truyers C, Hernandez AV, Misso K, Riemsma R & Kleijnen J. Systematic
review of efficacy and safety of buprenorphine versus fentanyl or morphine in patients
with chronic moderate to severe pain. Current Medical Research and Opinion
2012;28:833-845.

World Health Organization. WHO's pain ladder for adults. 2013. Availablea at:
http://www.who.int/cancer/palliative/painladder/en/ [accessed July 26, 2013].

World Health Organization. Lexicon of alcohol and drug terms. 2012. Available at:
http://www.who.int/substance_abuse/terminology/who_lexicon/en/print.html
[accessed May 16, 2012].

World Health Organization. Guidelines for the psychosocially assisted pharmacological
treatment of opioid dependence. 2009. Geneva:  World Health Organization.

World Health Organization. Substitution maintenance therapy in the management of
opioid dependence and HIV/AIDS prevention. 2004. Geneva:  World Health
Organization,  United  Nations  Office  on  Drugs  and  Crime,  Joint  United  Nations
Programme on HIV/AIDS.

World Health Organization. The ICD-10 Classification of Mental and Behavioural
Disorders. 1993. Diagnostic criteria for research. Geneva:  World Health Organization.

World Health Organization. 25th Report of the WHO Expert Committee on Drug
Dependence. 1989. Geneva: Technical Report Series 775, pp. 21-24.

Wu  LT,  Woody  GE,  Yang  C  &  Blazer  DG.  How  do  prescription  opioid  users  differ  from
users of heroin or other drugs in psychopathology: results from the National
Epidemiologic Survey on Alcohol and Related Conditions. Journal of Addiction
Medicine 2011a;5:28-35.

Wu LT, Woody GE, Yang C & Blazer DG. Subtypes of nonmedical opioid users: results
from the national epidemiologic survey on alcohol and related conditions. Drug and
Alcohol Dependence 2010;112:69-80.



114

Wu LT, Woody GE, Yang C, Mannelli P & Blazer DG. Differences in onset and
abuse/dependence episodes between prescription opioids and heroin: results from the
National Epidemiologic Survey on Alcohol and Related Conditions. Substance Abuse
and Rehabilitation 2011b;2011:77-88.

Yang A, Arfken CL & Johanson CE. Steps physicians report taking to reduce diversion of
buprenorphine. The American Journal on Addictions 2013;22:184-187.

Yassen  A,  Olofsen  E,  Romberg  R,  Sarton  E,  Danhof  M  &  Dahan  A.  Mechanism-based
pharmacokinetic-pharmacodynamic modeling of the antinociceptive effect of
buprenorphine in healthy volunteers. Anesthesiology 2006;104:1232-1242.

Yokell MA, Zaller ND, Green TC & Rich JD. Buprenorphine and buprenorphine/naloxone
diversion, misuse, and illicit use: an international review. Current Drug Abuse Reviews
2011;4:28-41.

Zacny JP, Conley K & Galinkin J. Comparing the subjective, psychomotor and physiological
effects of intravenous buprenorphine and morphine in healthy volunteers. The Journal
of Pharmacology and Experimental Therapeutics 1997;282:1187-1197.

Zenz M, Piepenbrock S & Tryba M. Epidural opiates: long-term experiences in cancer pain.
Klinische Wochenschrift 1985;63:225-229.

Zweben  JE,  Cohen  JB,  Christian  D,  Galloway  GP,  Salinardi  M,  Parent  D,  Iguchi  M  &
Methamphetamine Treatment Project. Psychiatric symptoms in methamphetamine
users. The American Journal on Addictions 2004;13:181-190.



Publications of the University of Eastern Finland

Dissertations in Health Sciences

ISBN 978-952-61-1361-6

Buprenorphine is an efficient 

treatment for opioid dependence 

but its abuse has raised concerns. 

This thesis examined the 

characteristics of persons seeking 

treatment for buprenorphine abuse 

and possibilities for improving 

unobserved dosing in opioid 

substitution treatment (OST). It was 

shown that clients seeking treatment 

for buprenorphine abuse had risky 

abuse patterns in terms of injecting 

and daily abuse. The ability of 

electronic medicine dispensers to 

prevent buprenorphine diversion 

could not be demonstrated. The 

first experiences of dispensing 

buprenorphine for OST from Finnish 

community pharmacies were positive.

Hanna Uosukainen

Buprenorphine – Features 
of Abuse and Methods for 

Improving Unobserved 
Dosing in Opioid 

Substitution Treatment


	Blank Page
	Blank Page
	Blank Page
	Blank Page
	Blank Page



