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Summary

Objectives: To gain information on the profile of patients using High-Dose Buprenorphine in France without a medical prescription.
Methods: This was a naturalistic survey on 27 survey sites (n=298) comprising three different groups: people who had always
obtained their HDB without a prescription, people who had obtained HDB both with and without a prescription over the previous
month and an intermediary group who had previously obtained it on prescription, but not over the course of the previous month.
Results: In terms of treatment and supervision objectives, significant differences were found between the group of patients who
were under the supervision of a doctor and those who continued to obtain HDB without any prescription. Discussion: Medical
supervision is a central factor in treatment. Conclusion: Treatment education for patients, medical training for prescribers, and

pharmaceutical form appear to be means that need to be developed simultaneously to optimize the treatment.
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1. Introduction

High-Dose Buprenorphine (HDB) is considered safer
to use than methadone, but it also brings with it the benefit
of a more flexible prescription framework, as it is well
suited to local GP practices; this makes it accessible to
more people in France.

Moreover, restrictions on patients are minimized: it
is dispensed via a pharmacy and not daily, and no urine
checks are needed. Any doctor may prescribe it.

According to the circular of March 31 1995 of the
DGS [5], the main objectives of substitution treatments
may appear general: basically, beyond the sphere of HDB
treatment itself, prevention factors and harm reduction
are important, too.

Substitution treatments should contribute towards
raising the levels of social integration of patients suffer-
ing from major opiate dependence.

Annexe 1 of circular DGS/DH No. 96/239 of April
3rd 1996 [6] sets out the objectives of HDB substitution
treatment and provides recommendations for its prescrip-
tion, which should optimize inclusion in a treatment

programme and the medical supervision of any disease
associated with opiate dependence.

These circulars view substitution as a phase, the final
objective being, ideally, that each user should build him-
or herself a dependency-free life, which should include
becoming independent of the treatment itself.

During the ANAES consensus conference (2004,
www.has.fr), the “clearly positive” impact of opiate
substitute treatment was described: broad access to treat-
ment (over 100,000 patients), a reduction in the number
of deaths due to heroin overdoses (3,500 lives saved),
improved social integration for 50% of patients, 3 times
fewer infringements of the drugs law between 1995 and
2003, and cost savings. But even substitution treatments
have their limits: heterogeneous access to treatment,
misuse of the medication (the injection and snorting of
Buprenorphine, death due to methadone overdose and
Buprenorphine-Benzodiazepine boosting, ablack market
for treatments, continuation of black-market use, little
impact on hepatitis C virus contamination, and continu-
ing stigma associated with dependency.

HDB is registered on list I. Previously available on
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production of a prescription in the form of a counterfoil
book fora?28-day supply, itisnow dispensed on production
of an authorized prescription (“ordonnance sécurisée”),
which is prescribed and dispensed subject to the current
regulations on addictive substances.

Subsequently, several legal restrictions have been ap-
plied in this area: in particular, Decree 20/09/1999 [10],
whose main aim was to deal with the issue of certain
Buprenorphine-based medicines, was introduced in the
context of certain derivative uses; it restricts dispensing,
which was initially unlimited, to a maximum period of
7 days, with the possibility of an extension to 28 days if
that is specifically authorized by the consultant.

In France, according to SIAMOIS/InVS data and
OFDT estimates [13], in 2003 the policy of HDB sub-
stitution applied to 84,500 people, according to a high
estimate, and 71,800 patients according to alow estimate.
Additionally, health-insurance data (OFDT estimate)
provide an estimated figure of 79,000 for those who re-
ceived an HDB prescription in the second half of 2002;
those data allow the identification of several HDB-user
population:

° Patients registered on a treatment programme under
medical supervision (estimated at 52,000)

Patients receiving prescriptions for substitute products
inanirregular manner, the “substitution intermittents”
(estimated at a minimum of 22,000)

People responsible for significant resale activity (an
estimated 5,000 “traffickers”).

A fourth group comprising the “non-prescription”
consumers, who are difficult to quantify but are esti-
mated by the “low-threshold” structures to be in the
region of 4,000.

However, according to the TREND 2005 report,
[1] among people familiar with treatment mechanisms,
substitution treatments increasingly seem to be part of a
medical programme that is supervised by a doctor. That
was true of 94% of these patients in 2005.

The misuse of HDB (i.e. with the aim of getting high,
orregulating the effects of other TRENDS products) would
seem to be worsening in the front line structures, since,
even though the number of HDB users for the previous
month remained stable (44% in 2006, 43% in 2003), the
percentage of users exclusively misusing HDB rose to
28% in 2006, compared to 11% in 2003.

In parallel, the percentage of users stating that they
mix therapeutic use (i.e. with the aim of getting off
heroin TREND) and abuse is on a downward trend (34 %
in 2003, 23% in 2006) [2, 3]. In addition, it seems that
there is a diversification in the profiles of people who
abuse HDB.

A projection performed on a regular evolution of the
2003 data leads to an estimate of 96,500 HDB users at the
end of 2006. In the French context, with the widespread
use of HDB and derivatives as mentioned in various
reports, it seemed to us to be important to find out more
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about the section of the population that continues to obtain
this molecule without any prescription.

Our aim was to ascertain the actual use of a variety
of medicines containing High-Dose Buprenorphine,
in other words, the specific manner in which they are
obtained and used by those ‘on the margins of treat-
ment’, who may see a doctor regularly or occasionally,
but who obtain it in parallel through means other than a
pharmacy purchase.

2. Materials and methods

As the objective of the study was to collect informa-
tion on the use of HDB by people who obtain it without
aprescription, exclusively or otherwise, the type of study
selected as being most appropriate was a naturalistic
one.

2.1 Inclusion criteria

The inclusion criterion adopted was the use over the
preceding month of HDB obtained by a means other
than prescription.

2.2 Recruitment of the participants

The recruitment of subjects was carried out at 27
survey sites, distributed over 22 zones, organized around
a target city and its metropolitan area, located in 12 of
the 22 administrative regions of France

Participants were recruited using two successive
approaches:

Initially, the researchers responsible for carrying out
the interviews made contact with various centres and
organizations operating at each site, so that they could
facilitate their contact with people who were taking HDB
and would be likely to meet the inclusion criteria.

Subsequently, ongoing recruitment proceeded using
the ‘snowball’ technique, with each person surveyed
being asked to put the researchers in contact with other
people taking the medication.

The aim of this multiplication of survey sites and
recruitment methods was to avoid the focus of the sur-
vey falling on a single centre or on only one specific
population.

All of the interviews were carried out during the
course of December 2006. They were all held in a neu-
tral place.

2.3 Data collection

The interviews were carried out by ateam of research-
ers trained in psychosociological interviewing methods.
They were conducted with the help of a structured pen-
and-paper-type questionnaire made up exclusively of
closed questions, even if some of them did allow for the
inclusion of non pre-coded answers. The expected duration
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of aninterview was 45 minutes. The questionnaire, which
was devised specifically for the survey, had previously
been tested on 6 people to check its comprehensibility,
the relevance of its application in relation to the medical
history of the interviewees, the range of different types
of trajectories encountered and its acceptability.

This questionnaire included 47 items covering the
associated consumption of psychoactive substances, the
methods used forobtaining, using and administering HDB,
the reasons forusing it and taking a substitution treatment;
7 of the questions were dedicated to finding out the socio-
demographic characteristics of the interviewees.

2.4 Statistical analysis

Comparative analysis of the different groups described
above was performed with the aid of the usual tests (Chi-
square and Student’s t-tests). The significance thresholds
were set at 99% and 95%. The data were processed with
the aid of COSI software.

2.4.1 Analysis criteria

A systematic comparative analysis was performed
on the different groups of people participating, defined
according to whether or not they had obtained HDB
exclusively without a prescription during the previous
month.
Thus, 3 groups of people were defined as follows:
Thefirst group included those who had always obtained
the HDB they use by methods other than medical
prescription. This group was labelled: ‘never with a
prescription”.
The second group was made up of people who, at
earlier stages, had purchased HDB at pharmacies with
a medical prescription, but who, during the previous
month, had only obtained HDB without having any
prescription. This group was called: “without prescrip-
tion during previous month”.
The third group comprised people who, during the
previous month, had obtained and used HDB both with
and without a prescription. This group was defined
as being: “with and without prescription during the
previous month”.

o

3. Results
3.1 Number of questionnaires processed

298 questionnaires were gathered and processed

56 were given to people who had never received a
prescription for high-dose Buprenorphine; these were
classified as “never with a prescription” GR1;

68 were given to people who had not received any
prescription for high-dose Buprenorphine over the
course of the previous month; these patients were

defined as being “without prescription during previ-
ous month” GR2,
174 were given to people who had obtained the HDB
both “with and without prescription during the previ-
ous month” GR3.

3.2 Socio-demographic criteria (Figure 1)

There are no significant differences between the three
groups in terms of indicators of sex, age and type of in-
come. It should, however, be noted that the proportion of
women (33.9%) and of those who were earning a salary
(33.3%) was highest in the group who had obtained HDB
both with and without prescription during the previous 2
months. Besides this, a higher proportion of the people in
this same group were living as one of a couple (33.9%)
and had stable accommodation (57.5%); these proportions
were significantly different from those in the group who
had not received a prescription for HDB over the course
of the previous month (only 35.3% of these patients had
stable accommodation, and the percentage for women
patients was as low as 19.1% - p<0.01).

B GR1 EGR2 [JGR3

60%

40%

20%

0%

Have stable
acomodation

Women Live in couple

Fig 1 Socio-demographic characteristics.
GR1=Never with a prescription; GR2=Without
prescription during the previous 2 months;
GR3=With and without prescription during the
previous 2 months

3.3 Social-welfare cover (Figure 2)

Those who had never received a prescription for HDB
were the leastlikely to be affiliated to the CMU (universal
medical cover) (42.9%) and those most likely to have no
social security cover (32.1%). These proportions differ
significantly from those of the group as a whole (total
group) and from the group who had obtained HDB both
with and without a prescription during the previous
month (p<0,05).

3.4 Associated uses (Figure 3)

The patients who had obtained HDB both with and
without a prescription over the course of the previous
month poly-consume less than the others: 82.8% also
used opiates and/or stimulants over the course of the
previous month, compared to 95.6% of the group who had
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HGR1 EGR2 JGR3

60% -

40% -

20% -

0% T
Affiliated to the CMU
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Fig 2 Social Welfare Cover.
GR1=Never with a prescription; GR2=Without
prescription during the previous month;
GR3=With and without prescription during the
previous month

HGR1 EGR2 [JGR3

was, however, significantly less frequent (p<0.05) in this
group (33.9%) than in the group who had never obtained
HDB on prescription (50%).

There is, however, no difference between the groups as
far as the snorting of HDB is concerned: this practice af-
fected between 24.5% and 33.9% of the interviewees.

60.9% of those who also had HDB on prescription

HGR10OGR3

n

100% 7 <2mg 2-8mg 8mg 8-16mg  >16mg
80% -
60% | Fig 4 Last value of HDB dose.
GR1=Never with a prescription; GR3=With
40% - and without prescription during the previous
20% - month
0%
Used opiates and/or Used heroin during the MGRT MGR2 LIGR3
stimulants previous month 60% -
Fig 3 Associated Uses.
GR1=Never with a prescription; GR2=Without 40%
prescription during the previous month;
GR3=With and without prescription during the
previous month 20% |
an HDB prescription during the previous month, while
94.6% of those who had never received a prescription )
for HDB used opiates and/or stimulants (p<0.01). This 0% L .
Injection Snorting

difference is attributable to the lower proportion of people
who stated that they had used heroin during the previous
month (42% of the “with and without prescription dur-
ing the previous month” versus 60.3% of the “without
prescription during previous month” and 60.7% of the
“never with a prescription” - p<0.05).

3.5 Ways of taking HDB (Figures 4, 5 and 6)

The average amount of the most recent quantity of
HDB consumed for the group as a whole was 10.2 mg,
ranging from 9.46 mg in the group of people who had
obtained it both with and without prescription to 12.25
mg in the group that had never obtained it on prescrip-
tion; these differences were not significant. Was this
daily amount taken in one or several quantities over the
course of the day? The questionnaire does not permit a
response to this question.

The injection of HDB is a factor in all the groups,
including the group that obtained it with and without
prescription during the previous month; this practice
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Fig 5 Ways of taking HDB
GR1=Never with a prescription; GR2=Without
prescription during the previous month;
GR3=With and without prescription during the
previous month

M GR1 EGR2 O GR3

60% -
40% -
20% -

Less often

Around once a
week

Every day

Fig 6 Frequency of use for HDB over the course of
the previous month.
GR1=Never with a prescription; GR2=Without
prescription during the previous month;
GR3=With and without prescription during the
previous month
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over the previous month were taking HDB every day,
which significantly differentiates this group (p<0, 01)
from the total group (43.6%), from the group who had
never received a prescription for HDB (19.6%) and from
the “without prescription during previous month” group
(19.1%).

In parallel, the highest proportion of people using
HDB about once per week (19.6%) or less frequently
(21.4%) was found in the group who had never been
given a prescription for HDB. These patients showed
a notable difference with respect to the group who had
obtained HDB with and without a prescription (2.9% for
each of these frequencies - p<0.05) and with the total
group (8.4% and 7.7%).

3.6 Reasons for obtaining HDB without a prescription.
(Figures 7 and 8)

The main reasons why the interviewees needed to
obtain HDB by another means during the previous month
are, for those who obtained it exclusively without a
prescription over the course of the previous month, not
wanting to go and see a doctor (65.3% of the group). For
those who had seen a doctor during the preceding month
or previously, the main reason given was that the quantity
prescribed to them was insufficient (68.2% for the total

M GR1 [JGR2
80%

60%

40% -+
0% - T

| don't want to go

and see a doctor

—

No doctor will
prescribe it for me
anymore

I don't have
welfare cover

Fig 7 Interviewees having obtained HDB solely
without prescription. 54 GR1 patients (never
with a prescription) vs 41 GR2 patients (without
prescription during the previous month)

60% -
40% -
20% A .
oo | N

The amount | gave away a part | haven't been
prescribed is not of it able to see my
enough for me doctor

Fig 8 Interviewees having obtained HDB without
prescription as well as with prescription — 201
respondants

group and 67.2% for those who had also obtained it on
prescription over the preceding month).

3.7 Reasons for using HDB (Figure 9)

Half of the patients (50%) stated that they had been
using HDB in order to stop taking heroin permanently,
and this reason was the one most commonly given
(63.2%) among those who had obtained HDB both with
and without prescription over the previous month (a
significant difference (p<0,01) with respect to the two
other groups).

The story is very different for those who had not
been given a prescription for HDB over the course of the
previous month and those who had never been given an
HDB prescription. Of these groups, 61.8% and 57.1%,
respectively, stated they had used HDB only when they
were unable to use heroin. These proportions were
significantly different from the group that also obtained
HDB on prescription during the previous month (31%
- p<0, 01) and the total group (42.9%).

3.8 Number of doctors consulted

Those who obtained HDB both with and without
prescription during the previous month state that they
have one doctor only in 71.8% of cases and, when they
have several doctors, the average is 2.47.

M GR1 EGR2 OGR3

60% -

40% -

20% -

0% - —
To stop taking heroin

permanently

Use HDB only when they
can't use heroin

Fig 9 Reasons for using HDB.
GR1=Never with a prescription; GR2=Without
prescription during the previous month;
GR3=With and without prescription during the

previous month

4. Discussion

The aim of our survey was to describe the population
groups on the basis of the way in which they accessed
HDB. The three groups showed different initial char-
acteristics according to whether they had received a
prescription for HDB during the previous month or had
never been given one, while the third group was located
between these two positions.

There were more people who were employed with
a salary, had stable accommodation, were living as a
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couple, and also more women, in the group that had a
prescription for HDB during the previous month.

Despite its lower incidence than in the other groups,
the injection of HDB among those who had received a
prescription during the previous month was not negli-
gible. However, the fact of having had a prescription
in the previous month did result in better observance of
treatment, since the treatment substance was taken every
day in a very large majority of cases.

For the group of patients who had HDB on prescription
during the previous month, HDB was mainly being taken
as a means for permanently getting off heroin, whereas
in the other two groups most patients used it when they
were unable to obtain heroin.

Despite these differences, things are not so clear-cut,
because the groups show many similar characteristics,
in terms of associated uses, the HDB doses being used
and recourse to snorting.

The impression given is, rather, that of a continuum,
a progressive approach in which regular visits to a doc-
tor will gradually modify the attitude of patients towards
more regular supervision. The role of the prescribing
doctor is also central, because, in 71.8% of cases, those
who are currently supervised (or who had been given
a prescription during the previous month?), have only
one doctor.

The amounts taken do, in fact, correspond to the treat-
ment dosages recommended by the AMM (from 9.46 to
12.25 mg/day), and one might well ask whether patients
who say they take heroin because the dosage prescribed
for them is too low do in fact have a legitimate point,
which, if acted on, could permit a significant reduction
in abuse.

The benefits of medical supervision have been referred
to in previous publications [4, 7-9, 11, 12, 14] but the
reasons for abuse are also at issue here, in particular
the potential benefits to be won by modifying the HDB
dosage.

Even if it is difficult to achieve, the long-term super-
vision of a cohort group would be appropriate for the
study of behavioural modifications among the different
groups.

5. Conclusion

Some positive characteristics have emerged from
our study but it remains true that further progress can
be made.

Substitution with HDB necessarily involves 3 main
actors: the patient, the prescriber (but the pharmacist
needs to be considered, too) and HDB itself. Potentially,
improvement seems to be feasible on the following
conditions:

° The patient: regular medical supervision, a sufficient
dose and an appropriate way of taking the treatment.
A higher dose is both desired and feared by patients
The prescriber: finding the right dose is an issue that
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requires the education of GPs about treatment and
global take-home care

The medication: one might consider ways to improve
the pharmaceutical form and the addition of an an-
tagonist to HDB treatment, with the aim of improving
the correct use of the medicine.
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