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ABSTRACT
Objectives: To examine the effect of opioid
maintenance treatment (OMT) on somatic morbidity in
a cohort of OMT patients.

Design: Retrospective cohort study.

Setting: OMT programme in two Norwegian counties.

Participants: 200 OMT patients, participation rate
71.2%.

Main outcome measures: Incidence rates (IR)
before, during and after OMT for acute/subacute
hospital-treated somatic disease incidents (drug-
related, non-drug-related, injuries) and rates for
inpatient days and outpatient treatment contacts.

Results: IR for drug-related hospital treatment
episodes were 76% lower during compared to before
OMT (before versus during incidence rate ratio (IRR)
4.2 (95% CI 2.9 to 6.2), p<0.001) and 11 times higher
after compared to during OMT (after versus during IRR
11.1 (6.6 to 18.5), p<0.001). For non-drug-related
treatment episodes, IR were 35% higher during than
before OMT (before versus during IRR 0.7 (0.6 to 1.0),
p¼0.02) and 32% higher after compared to during OMT
(IRR 1.4 (0.9 to 2.2), p¼0.15), while injuries showed
little change according to OMT status. Although patients
with on-going drug-taking during OMT showed less
reduction in drug-related hospital-treated incidents
during treatment than patients not using illicit drugs, the
quartile with most drug-taking showed a significant
reduction (before versus during IRR 3.6 (2.4 to 5.3)).
Patients who had experienced cessation of OMT
showed a significant reduction in drug-related
treatment episodes during OMT (before versus during
IRR 1.7 (1.0 to 2.9)), although less than patients without
OMT interruptions (before versus during IRR 6.1 (3.6 to
10.6)), and a significant increase after OMT cessation
compared with during OMT (IRR 5.4 (3.0 to 9.7)).

Conclusion: Acute/subacute drug-related somatic
morbidity is reduced during compared to before OMT.
This was also found for patients with on-going drug-
taking during OMT. However, acute drug-related health
problems show an increase after OMT cessation, and
this is a matter of concern. Further studies on somatic
morbidity after OMT cessation should be carried out.

INTRODUCTION
Dependent opioid users, especially those
injecting heroin, have increased somatic1e3

and psychological morbidity3e6 and reduced
health-related quality of life.7 8 Injecting drug
users are prone to chronic bloodborne viral
infections, especially HIV/AIDS9 10 and
chronic hepatitis B11 and hepatitis C,11 12 as
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ARTICLE SUMMARY

Article focus
- Opioid maintenance treatment (OMT) is the most

widely used treatment for opioid dependence, but
the effects of OMT on physical health problems
have received relatively little attention.

- This study investigates how acute somatic
morbidity (drug-related, non-drug-related,
injuries) varies according to OMT status
(before, during, after OMT) in a cohort of 200
OMT patients.

- The research questions were: Is somatic
morbidity reduced during OMT compared to
before and after treatment? If so, what types of
disease incidents are reduced? How is the effect
of OMT status on somatic morbidity influenced
by various patient characteristics?

Key messages
- Acute drug-related somatic morbidity (overdoses,

injecting-related, other) is substantially reduced
during compared to before OMT.

- This was also found for ‘problem patients’ with
on-going drug-taking during OMT, but to a lesser
degree than for patients not using illicit drugs.

Strengths and limitations of this study
Strengths
- Participation rate was high, selection bias limited,

observation period long and the evaluation of
morbidity changes was based on assessment of
full-text hospital records.

Limitations
- The study focused on acute health problems

treated in hospital, but elective hospital contact
due to chronic health problems and primary
healthcare contacts were not included.
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well as acute and subacute bacterial infections and other
complications related to injecting.13 Opioid dependence
is associated with social marginalisation, criminality and
socioeconomic deprivation accompanied by malnutrition,
chronic diseases and generally impaired health as well as
exposure to overdoses and trauma.1 Mortality among
injecting drug users is much greater than in the general
population, with a standardised mortality ratio ranging
from 5 to 30 in studies from several countries.10 14 The
main causes of death (in descending order) are overdose,
diseases, trauma and suicide.10

Maintenance treatment, hereafter called opioid
maintenance treatment (OMT), has been the most
widely used treatment for opioid dependence for the last
number of decades.15 The specific changes in physical
and mental health that occur during OMT have received
surprisingly little detailed research attention.16 Mainte-
nance treatment leads to reduced use of illegal opioids
and less injection.17 18 It also induces tolerance to
opioids,19 20 and a corresponding decline in drug-
related morbidity including overdoses should be
expected. Some studies report improved somatic health
during OMT based on interviews,17 clinical assessment21

and reduced consumption of inpatient care due to
infections,22 23 but relatively few studies have investi-
gated OMT-related somatic health effects and morbidity
patterns. In a previous study we found reductions in
somatic disease incidents treated in hospital or by
general practitioners during OMT compared to ‘not in
treatment’.24 Drug-related incidents were reduced by
about two thirds, but non-drug-related incidents showed
a non-significant increase (possibly due to closer contact
with health services) and injuries showed no change
during treatment. These findings were, however, based
upon a small sample of patients from one municipality.
In order to evaluate the effects of maintenance treat-
ment, it is necessary to study morbidity prior to, during
and after OMT. Such studies are scarce, and very few
include long-term follow-up.
The present study investigates how somatic

co-morbidity varies according to OMT status (before,
during and after OMT) in a group of 200 patients. The
main hypothesis to be tested was that somatic morbidity
is reduced during OMT. More detailed research ques-
tions were: (1) What changes in somatic morbidity are
found during OMT compared to before and after
treatment, and what types of disease incidents are
reduced? and (2) How is the effect of OMT status on
somatic morbidity influenced by various patient charac-
teristics?

MATERIALS AND METHODS
Design, sample and setting
Methadone and buprenorphine are used as substitution
medications in the national Norwegian OMT
programme, which began in 1998. On 13 December
2009, 5383 people were in treatment, and 55.7% were
receiving methadone and 44.3% buprenorphine.25

Norway has a population of 4.9 million and the target
group for OMT is estimated to be about 10 000.25

The study has a retrospective cohort design. The
cohort was established in 2007e8 and consists of those
admitted to OMT from 1998 until the end of June 2007
in two counties (Hedmark and Oppland) in Norway
(figure 1). The participants were recruited through their
treatment contacts. Out of a total of 319 patients who
started OMT, 38 had no contact with local health or
social services at the time of invitation and were
regarded as ineligible for this study. Of the remaining
281, 13 who died after their first OMT entry were
included. Among the 268 eligible subjects still alive, 187
consented to participate and 81 did not, and so the
cohort consisted of 200 persons. The participation rate
was 71.2%, 68.8% among patients in treatment versus
73.7% among those not in treatment when invited.

Measures
A somatic disease incident was defined as any acute or
subacute health problem leading to inpatient or outpa-
tient hospital treatment, henceforth called hospital
treatment episodes, treatment episodes or just episodes.
The numbers of hospital treatment episodes, inpatient
days and outpatient hospital contacts were recorded.
Incidence rates and rates of inpatient days and outpa-
tient contacts for the periods before, during and after
OMTwere calculated. Incidence rate ratios before versus
during treatment and after versus during treatment were
estimated. Only records from somatic departments were
examined. Psychiatric disease incidents were only
considered if they caused a somatic condition, for
example due to self-harm. Hospital contacts for chronic
somatic disorders were not included, but acute treat-
ment episodes caused by an underlying chronic disease
were assessed. One episode could lead to more than one
contact, for instance follow-up of a fracture or an
abscess. One episode documented in records from
several hospitals was only counted once. Episodes were

Figure 1 Participants: patients starting opioid maintenance
treatment between 1998 and June 2007. The studied cohort
consists of the 200 included patients.
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categorised as drug-related (overdoses, injecting-related,
other), non-drug-related (infection, other) or injuries.

Data
One hundred and thirty-six of the 187 alive participants
(73%) underwent structured interviews which collected
information on personal data, former hospital contacts
and drug history as well as education and employment
history.
Records from somatic departments in local hospitals

were examined for all participants. Based on interview
information, records from other hospitals were collected
and more than 99% of all requested records were
examined. Only incidents of somatic disease docu-
mented in hospital records were included and records
for all 200 participants were examined.
Data were also drawn from annual status reports on

each patient in the national OMT programme with
information about ongoing drug-taking during OMT
based on urine tests and clinical assessment. A combined
score based on use of illicit opioids, cannabis, benzodi-
azepines and central stimulants during OMT was calcu-
lated for each patient. Data were obtained for 183
participants (91.5%).

Observation period
Data were studied for the 5 years before first admittance
to maintenance treatment, up to the first 5 years during
OMT (one or consecutive periods), and up to the first
5 years out of treatment (one or consecutive periods)
after first admittance to OMT. Thus, the post-OMT
period was defined as the sum of the time between
treatment periods and time after the last treatment
period. The total observation period was 1000 patient-
years before, 813 during and 91 after OMT. The date of
collection of their record from the local hospital (during
2008e9) was defined as the study end-point for each
patient.

Inter-rater agreement
Inter-rater agreement was established in the pilot
study.24 We found high inter-rater reliability for whether
hospital treatment episodes were drug-related (k¼1)
and for categories among drug-related treatment
episodes (overdose, injecting-related or other, k¼0.82).
In this study, IS (the first author) first scrutinised all
full-text records. Treatment episodes considered difficult
to categorise were discussed between IS and another
physician (the co-author ER) until consensus was
reached.

Statistical analyses
Incidence rates were analysed by means of a Poisson
regression model. Dependencies in the data, due to the
fact that each participant was measured repeatedly
(before, during and after OMT), were handled by
generalised estimating equations with unstructured
working correlation and robust variance estimation.
With regard to drug-related treatment episodes, we

investigated the possible influence of different patient
characteristics on the effect of OMT by including the
interaction between OMT and the characteristic in
question in the model, one by one. Incidence rate ratios
with 95% CIs were estimated. The significance level was
set to 5%. All analyses were performed in SPSS v 15.
The study was approved by the Regional Committee

for Medical Research Ethics and the Norwegian Data
Inspectorate. Exemption from the duty of confidentiality
and professional secrecy for those who had died was
granted by the Norwegian Directorate of Health.

RESULTS
Cohort characteristics
Sixty-six per cent of the cohort were men and the mean
age at the first entry to maintenance treatment was
37 years. Methadone was prescribed to 67% and bupre-
norphine to 33% at the point of entry to the study. Mean
dosage for methadone was 122 mg and 17.6 mg for
buprenorphine. Fifty-one out of 200 (26%) had left
maintenance treatment once or more during the
observation period, while the rest had been in contin-
uous treatment since they were included. Mean age of
first use of heroin was 21.1 years, and mean duration of
opioid dependence before OMT was 12.3 years. Thirty-
four per cent reported more than 10 overdoses during
their lifetime, 54% between one and 10, and 12%
reported none. Seventeen per cent had not completed
9 years of compulsory schooling, 50% had completed
9 years and 33% had 12 or more years of education.
Twenty-three per cent had <1 year of employment, 28%
between 1 and 5 years and 49% had more than 5 years of
work experience.
Among the patients who had experienced interruption

of maintenance treatment, 15% were assessed as stable
and drug-free when leaving OMT for the first time, while
85% were assessed as unstable and taking drugs.

Changes in hospital-treated somatic disease incidents
Table 1 shows the rates of hospital treatment episodes due
to acute and subacute somatic disease incidents and the
rates for inpatient days and outpatient hospital contacts
for the various categories of episodes before, during and
after OMT. Table 2 displays the statistical significance of
these changes by showing the incidence rate ratios
according to different OMT status; before versus during
OMTand after versus during OMT, respectively. A total of
1021 somatic disease incidents were registered: 605
before, 310 during and 106 after OMT.
The rate of all treatment episodes was 37% lower

during compared to the period before treatment (before
versus during OMT incidence rate ratio (IRR) 1.6 (95%
CI 1.3 to 1.9), p<0.001). The rate in the post-OMT
period was 197% higher compared to the period during
OMT (after versus during treatment IRR 2.8 (95% CI 2.1
to 3.9), p<0.001).
During treatment, the rate of all inpatient hospital

treatment days was 38% lower (before versus during
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treatment IRR 1.7 (95% CI 1.1 to 2.4), p¼0.01) and the
overall rate of outpatient hospital treatment contacts was
27% lower (before versus during treatment IRR 1.4
(95% CI 1.0 to 1.8), p¼0.04). After treatment the rate of
inpatient days was 5.1 times higher than during treat-
ment (IRR 5.9 (95% CI 3.6 to 9.6), p<0.001) and the
rate of outpatient hospital treatment was 2.6 times
higher (IRR 2.0 (95% CI 1.1 to 3.8), p¼0.03).

Drug-related disease incidents
The rate of drug-related hospital treatment episodes
was 76% lower during treatment than before (before
versus during IRR 4.2 (95% CI 2.9 to 6.2), p<0.001).
The rate of injecting-related episodes was 83% lower
(IRR 5.9 (95% CI 3.1 to 11.4), p<0.001) and the rate of
overdoses was 64% lower (IRR 2.8 (95% CI 1.6 to 5.0),
p<0.001) than before OMT. Among the injecting-related
episodes, local and systemic bacterial infections were the
most common. The rate of drug-related inpatient days
was 84% lower (IRR 6.3 (95% CI 3.4 to 11.8), p<0.001)
and the rate of outpatient contacts was 79% lower during

treatment compared to the pre-treatment period (IRR
4.8 (95% CI 2.7 to 8.3), p<0.001).
The post-OMT rate for drug-related treatment

episodes was higher than the rate before or during
treatment. Compared to the period during OMT,
the rate was 10.1 times higher (IRR 11.1 (95% CI 6.6 to
18.5), p<0.001). Overdoses after OMT were double
those before OMT and the overdose rate was 5.6 times
higher compared to the period during OMT (IRR 5.8
(95% CI 2.7 to 12.3), p<0.001). The rate of injecting-
related episodes was 14.2 times higher after than during
treatment (IRR 12.6 (95% CI 4.3 to 36.8), p<0.001),
the rate of inpatient days due to drug-related episodes
was 23.8 times higher (IRR 25.2 (95% CI 13.1 to 48.7),
p<0.001) and the rate of outpatient contacts was
10.3 times higher (IRR 10.6 (95% CI 4.7 to 25.9),
p<0.001).

Non-drug-related disease incidents
Non-drug-related treatment episodes were 35% more
frequent during treatment compared to the pre-OMT

Table 1 Acute/subacute hospital-treated somatic disease incidents: incidence rates and rates of inpatient days and outpatient
treatment contacts per 100 patient-years

OMT status

Before During After*

Incidence rates
All acute/subacute incidents 60.5 38.1 113.0
All drug-related incidents 31.9 7.5 75.7
Overdoses 10.4 3.7 20.8
Injecting-related, total** 14.2 2.4 34.0
Deep venous thrombosis/lung embolism 0.6 0.2 1.1
Acute hepatitis B and C 0.9 0.1 1.1
Local bacterial infections 8.5 1.5 19.7
Systemic bacterial infections 3.3 0.5 11.0
Other 0.9 0.1 1.1

Other drug-related, total** 7.3 1.4 20.8
Withdrawal-related 2.7 0.5 4.4
Impaired general condition 1.4 0.2 7.7
Neuromuscular 0.5 0.0 1.1
Other 2.7 0.6 7.7

All non-drug-related incidents 12.4 16.7 21.9
Infections 3.7 4.7 11.0
Other 8.7 12.1 11.0

Injuries 16.2 13.9 15.4
Treatment contact rates

Inpatient days per 100 patient-years 150.7 92.4 472.8
Drug-related 86.9 13.9 331.3
Non-drug-related 31.7 62.9 69.1
Injuries 32.1 15.6 72.4

Outpatient contacts per 100 patient-years 56.4 41.4 107.5
Drug-related 22.9 4.8 49.4
Non-drug-related 12.1 16.9 26.3
Injuries 21.4 19.8 31.8

The rates before and during OMT refer to all patients, while the rates after OMT refer exclusively to patients with interrupted OMT. Patient-years
at risk: 1000 before, 813 during and 91 after OMT. Number of incidents: 605 before, 310 during and 106 after OMT.
*After OMT is defined as time out of treatment (one or more consecutive periods) after first admittance to OMT, that is the sum of the time
between treatment periods and time after the last treatment period.
**Subgroups in italic.
OMT, opioid maintenance treatment.
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period (before versus during IRR 0.7 (95% CI 0.6 to 1.0),
p¼0.02) and both infections and other non-drug-related
episodes increased. After treatment there was a 31%
increase for all non-drug-related episodes versus the
period during OMT (IRR 1.4 (95% CI 0.9 to 2.2),
p¼0.15). The rates for inpatient days and outpatient
hospital treatment contacts showed similar changes.

Injuries
The changes in incidence and treatment contact rates
for injuries were minor and non-significant.

Interaction between OMT status and patient characteristics
From the data in table 1 it is evident that changes
according to OMT status in the total number of hospital
treatment episodes are associated with changes in drug-
related treatment episodes. In the analysis of how the
effect of OMT status is influenced by various patient
characteristics, we therefore concentrated on drug-
related episodes alone. Table 3 shows the interaction
between the effect of maintenance treatment (OMT
status) and various patient characteristics, that is the
incidence rate ratio between the periods before and
during OMT for drug-related treatment episodes
adjusted for these characteristics.
In a comparison of patients who received continuous

maintenance treatment throughout the during-OMT
observation period versus those who left treatment once
or more, those with continuous treatment showed
greater incidence rate reduction during treatment than
those with interrupted treatment, although the latter still
showed significant reduction versus the pre-treatment
period. After treatment, the group with interrupted
treatment showed an increase, with the incidence rate
ratio between the periods after and during OMT for this
group being 5.4 (3.0 to 9.7) (not shown in the table).
Patients with ongoing illicit drug-taking during OMT
showed less reduction in incidence rate during treat-
ment than patients not using illicit drugs. Even so, the
quartile taking most drugs showed a significant reduc-
tion during versus before OMT (before versus during
IRR ratio 3.6 (2.4 to 5.3)).
Among the pre-OMT patient characteristics, only

employment history and years of opioid dependence
before OMT showed a significant interaction with OMT
status in the period before versus during OMT. Individ-
uals with less work experience and fewer years of opioid
dependence, respectively, showed less reduction in inci-
dence rates during compared to before treatment.
Interaction was also tested for gender, age at OMT start,
lifetime number of overdoses, years of education and
age at heroin debut without showing any statistically
significant interaction (p>0.1).

DISCUSSION
The study shows a substantial reduction in drug-related
hospital-treated incidents of somatic disease during
maintenance treatment compared to the pre-treatment
period. The reduction consists of less overdoses, and
fewer injecting-related and other drug-related treatment
episodes.
Overdoses are the most frequent cause of death among

dependent opioid users,10 and the 64% reduction in
overdoses during treatment is an important finding.
Several studies have documented reduced mortality
during OMT compared to the pre-OMT period9 26e32

and after leaving OMT,33e35 and the reduction in over-
doses found in the present study supports previous
findings of reduced mortality during OMT.

Table 2 Acute/subacute hospital-treated somatic disease
incidents: crude incidence rate ratios and treatment contact
rate ratios of inpatient days and outpatient hospital contacts

IRR/TCRR (95% CI) p Value

Before versus during OMT, during OMT as reference
(incidence rate[1)

All incidents 1.6 (1.3 to 1.9) <0.001
Drug-related* 4.2 (2.9 to 6.2) <0.001
Overdoses 2.8 (1.6 to 5.0) <0.001
Injecting-related 5.9 (3.1 to 11.4) <0.001
Other 5.7 (2.8 to 11.9) <0.001

Non-drug-related 0.7 (0.6 to 1.0) 0.02
Injuries 1.2 (0.9 to 1.5) 0.23

Inpatient days
Drug-related 6.3 (3.4 to 11.8) <0.001
Non-drug-related 0.5 (0.3 to 1.0) 0.04
Injuries 2.1 (0.7 to 5.7) 0.17
All 1.7 (1.1 to 2.4) 0.01

Outpatient contacts
Drug-related 4.8 (2.7 to 8.3) <0.001
Non-drug-related 0.7 (0.4 to 1.2) 0.18
Injuries 1.1 (0.7 to 1.6) 0.78
All 1.4 (1.0 to 1.8) 0.04

After versus during OMT, during OMT as reference
(incidence rate[1)

All incidents 2.8 (2.1 to 3.9) <0.001
Drug-related 11.1 (6.6 to 18.5) <0.001
Overdoses 5.8 (2.7 to 12.3) <0.001
Injecting-related 12.6 (4.3 to 36.8) <0.001
Other 16.7 (6.5 to 42.7) <0.001

Non-drug-related 1.4 (0.9 to 2.2) 0.15
Injuries 0.8 (0.3 to 1.8) 0.57

Inpatient days
Drug-related 25.2 (13.1 to 48.7) <0.001
Non-drug-related 1.1 (0.5 to 2.3) 0.78
Injuries 4.6 (0.8 to 28.5) 0.98
All 5.9 (3.6 to 9.6) <0.001

Outpatient contacts
Drug-related 10.6 (4.7 to 25.9) <0.001
Non-drug-related 1.6 (0.7 to 3.7) 0.26
Injuries 1.1 (0.4 to 3.1) 0.87
All 2.0 (1.1 to 3.8) 0.03

The incidence rate ratios indicate the statistical significance of the
changes in incidence rates demonstrated in table 1, estimated by
Poisson regression (generalised estimating equations). Patient-
years at risk: 1000 before, 813 during and 91 after OMT. Number of
incidents: 605 before, 310 during and 106 after OMT.
IRR, incidence rate ratios; OMT, opioid maintenance treatment;
TCRR, treatment contact rate ratios.
*Subgroups in italic.
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Injecting-related treatment episodes were also
substantially reduced (by 83%) during OMT. This may
have been due to those OMT patients who stopped
injecting and to others who continued to inject but at
a less frequent rate than before treatment.28 The
reduction includes all kinds of injecting-related episodes
among which local and systemic bacterial infections are
by far the most frequent. The local skin infections often
require surgical treatment and may give rise to severe
systemic infections as septicaemia, fasciitis, endocarditis,
osteomyelitis, discitis and others. Most of these condi-
tions are rare, but they are much more frequent among
injecting drug users than among the general popula-
tion.36 Such infections may be life-threatening and may
result in severe and permanent health problems, and
often necessitate complex, long-lasting and expensive
hospital treatment. When injecting-related health prob-
lems among drug users are considered, these apparently
less serious conditions are often overshadowed by the
focus on HIV and hepatitis C. However, some studies
indicate that the burden on the healthcare system due to
injecting-related local and systemic bacterial infections
may be even greater than that due to bloodborne
infections.37 The present study found that such bacterial
infections were frequent among dependent opioid users
and that they were substantially reduced during main-
tenance treatment.
Non-drug-related treatment episodes were found

to increase (by 35%) during OMT as compared to the
pre-OMT period. Inpatient days increased by 98% and
outpatient treatment contacts increased by 40%. The
reason for this may be closer contact with health services
during maintenance treatment. Within the OMT

programme, patients may receive healthcare that was not
previously available to them, leading to the diagnosis
and treatment of health problems that were previously
not identified.38 If so, this increase in non-drug-related
episodes may reflect improved access to health services
and not an increase in morbidity. It is theoretically
possible that this increase is due to adverse effects of
OMT, but we have found no evidence of this in our
scrutiny of the hospital records.
Drug-related treatment episodes and related inpatient

days and outpatient hospital contacts were more
frequent in the period after OMT compared to the
periods before OMT and during OMT. These rates apply
only to those patients who had left OMT. Although some
patients may remain drug-free after leaving OMT, it is
likely that many leave OMT, voluntarily or involuntarily,
because of ongoing drug-taking, opposition to
programme rules and control measures, or instability in
taking their OMT medication.10 25 31 Our data show that
only 15% of those who left OMT were assessed as stable
and drug-free at the time of leaving treatment. Patients
with interrupted maintenance treatment may therefore
constitute a patient subgroup with higher levels of risk-
taking behaviour and/or more serious health problems,
and the post-OMT results may be influenced by selection
bias. We therefore examined the interaction between
OMT status (incidence rates before versus during OMT)
and OMT cessation (having experienced OMT cessation
or not) and found less reduction in drug-related treat-
ment episodes in the cessation group compared to the
group with continuous treatment Nevertheless, even the
cessation group experienced a significant reduction in
episodes of about 40%. After OMT cessation, however,

Table 3 Acute/subacute drug-related hospital-treated somatic disease incidents: interaction effect between OMT status
(before versus during OMT) and patient characteristics

Patient characteristics p Value for interaction Adjusted IRR (95% CI)

During-treatment characteristics
Interruption of OMT 0.001
Continuous treatment 6.1 (3.6 to 10.6)
Interrupted treatment 1.7 (1.0 to 2.9)

Drug-use during OMT (illicit opioids, cannabis,
benzodiazepines, central stimulants)

0.07

25th Percentile, quartile without drug use 6.5 (3.5 to 12.0)
75th Percentile, quartile with most drug use 3.6 (2.4 to 5.3)

Pre-treatment characteristics
Employment years 0.02
<1 year 2.6 (1.3 to 5.2)
1e5 years 4.1 (1.8 to 9.2)
>5 years 5.5 (2.7 to 11.2)

Opioid dependence before OMT, years 0.01
8 years (25th percentile) 3.3 (2.0 to 5.5)
16 years (75th percentile) 5.4 (3.1 to 9.4)

Adjusted incidence rate ratios (IRR) estimated by Poisson regression (generalised estimating equations) before versus during OMT, during
OMT as reference (incidence rate¼1). Only characteristics showing significant interaction with OMT status are shown. Crude IRR are shown in
table 2. Interaction was also tested for gender, age at OMT start, lifetime number of overdoses, years of education and age at heroin debut
without showing significant interaction (p>0.1).
Patient-years at risk: 1000 before, 813 during and 91 after OMT. Number of incidents: 605 before, 310 during and 106 after OMT.
IRR, incidence rate ratio; OMT, opioid maintenance treatment.
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they experienced a more than fivefold increase
compared to the period during OMT. The high post-
OMT incidence rates, therefore, reflect an increase in
acute drug-related health problems after OMT cessation
among patients with treatment interruption, and cannot
be fully explained by selection effects. This is an
important finding that should stimulate increased
efforts to study the health effects of OMT cessation
and to improve responses to minimise the harmful
consequences.
Even the quartile taking most illegal drugs during

OMT showed a significant 72% reduction in drug-related
treatment episodes during versus before treatment. This
indicates that not only patients with successful mainte-
nance treatment, but also patients with poor rehabilita-
tion results experience health improvement during OMT.
The present study focuses on acute/subacute hospital

treatment episodes. Injecting drug users experience
increased chronic morbidity that reduces their quality of
life8 39 40 and some studies based on interviews41 and
clinical assessment21 show a reduction in chronic health
problems during OMT. However, considering the high
mortality rate among injecting drug users,10 the often
life-threatening acute disease incidents comprise
a substantialdand perhaps the most importantdpart of
the morbidity pattern within this group.
The study has some limitations. First, the study

assessed acute/subacute hospital-treated disease inci-
dents and not morbidity as such. A key question is
whether changes in incidence and treatment rates
according to OMT status (before, during and after
OMT) reflect a change in morbidity; in other words,
whether these rates can be regarded as a proxy indicator
for morbidity. Information on hospital treatment outside
the local area was based on patient recall and some
disease incidents prior to treatment may have been
overlooked. In addition, closer contact with health
services during OMT probably increases patients’ help-
seeking, resulting in hospital treatment for health
problems that would not have been treated before OMT.
Further, the patients were 5 years older during than
before OMT, resulting in an age-dependent increase in
morbidity. Even so, we found a significant reduction in
treatment episodes during OMT. Therefore, our find-
ings most probably reflect a ‘true’ reduction in acute/
subacute incidents of somatic disease, and hence in
acute/subacute somatic morbidity, during compared to
before OMT.
Another limitation is that primary healthcare contacts

were not included in this study. In our previous study,24

however, general practitioner contacts were registered
and we found that about 80% of all acute somatic disease
incidents assessed as severe resulted in hospital treat-
ment both before and during OMT. The focus on
hospital treatment episodes should therefore provide an
adequate assessment of OMT-related changes in severe
acute health problems within the cohort. Also, the
cohort is relatively old, with a mean age at first OMT

entry of 37 years and mean duration of opioid depen-
dence before the first admission to OMT of 12 years.
This reflects the late introduction of OMT to Norway in
1998 with an accumulated demand for maintenance
treatment by older patients at programme start and
a high recommended age limit for OMT admittance
during the first years.42 The cohort is typical of Norwe-
gian OMT patients, but the age distribution is no doubt
characterised by specific historical traits of the Norwe-
gian OMT programme and this might be a possible
limitation to the external validity of the study. However,
we did check the effect modification of age at OMTentry
(no significant interaction) and duration of opioid
dependence before first OMT entry (less reduction
among patients with fewer years of dependence) on the
rates of drug-related treatment episodes before versus
during OMT.
Yet another limitation is that the list of diagnoses to

differentiate whether treatment episodes were drug-
related or not has not been validated by external
researchers and we could find no similar list in the
literature. There may be some uncertainty about
whether some episodes were drug-related or not;
however, inter-rater reliability scores were high. There
were also analytical problems due to the fact that the
post-OMT observation period was only 91 years versus
1000 before and 813 during OMT. This is mainly due to
the high retention in OMT in Norway. The relatively few
post-OMT years at risk is a limitation in the study, but
with this design and the given retention in treatment,
the post treatment period will nevertheless be unbal-
anced compared to the periods before and during OMT.
The study also has certain strengths. These include the

high participation rate among patients in as well as out
of maintenance treatment at the time of invitation, the
access to all hospital records and the long observation
period. The overall participation rate was high (71%)
and more than 99% of requested hospital records were
obtained. Hence, selection bias was probably of limited
importance in the study. Further, the evaluation of
morbidity changes is based on in-depth assessment of
full-text hospital records which could be expected to give
more robust data than interview data or register data
alone.
Despite possible limitations in the study design, the

findings document a substantial reduction in acute and
subacute drug-related disease incidents leading to
hospital treatment during OMT compared to the period
before OMT. This reduction in somatic morbidity during
treatment seems also to be valid for patients with on-
going drug-taking during OMT. However, acute drug-
related health problems show an increase after OMT
cessation, and this is a matter of concern. Further studies
on somatic morbidity after OMT cessation should be
carried out.
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 1 

STROBE Statement—Checklist of items that should be included in reports of cohort studies  

 

 

In the STROBE Statement we use the acronym HTI (hospital-treated incidents) meaning 

―acute/subacute hospital-treated somatic disease incidents‖. In the paper we do not use HTI, but the 

terms ―hospital treatment episodes‖, ―treatment episodes‖ or ―episodes‖, dependent on the context, 

meaning ―acute/subacute hospital-treated somatic disease incidents‖. 

 

 Item 

No Recommendation 

 Title and abstract 1 (a) Indicate the study’s design with a commonly used term in the title or the 

abstract: 

Changes in somatic disease incidents during opioid maintenance treatment (OMT): 

Results from a Norwegian cohort study.  

(b) Provide in the abstract an informative and balanced summary of what was 

done and what was found: 

Objectives: To examine the effect of opioid maintenance treatment (OMT) on somatic 

morbidity in a cohort of OMT patients.  

 

Design: Retrospective cohort study. 

 

Setting: OMT programme in two Norwegian counties. 

 

Participants: 200 OMT patients, participation rate 71.2 %.  

 

Main outcome measures: Incidence rates before, during and after OMT for acute/sub-

acute hospital-treated somatic disease incidents (HTIs, drug-related, non-drug-related, 

injuries) and rates for inpatient days and outpatient treatment.  

 

Results: Incidence rates for drug-related HTIs were 76 % lower during OMT 

compared to the pre-OMT period (before vs during incidence rate ratio (IRR) 4.2 (2.9 

to 6.2), p<0.001) and eleven times higher after OMT compared to the in-treatment 

period (after vs during IRR 11.1 (6.6 to 18.5), p<0.001). For non-drug-related HTIs 

incidence rates were 35 % higher during than before OMT (before vs during IRR 0.7 

(0.6 to 1.0), p=0.02) and 32 % higher after OMT compared to during treatment (IRR 

1.4 (0.9 to 2.2), p=0.15), while injuries showed little change according to OMT status. 

Patients with on-going drug-taking during OMT showed less reduction in drug-related 

HTIs during treatment than patients not using illicit drugs, even so the quartile with 

most drug-taking showed significant reduction (before vs during IRR 3.6 (2.4 to 5.3)). 

Patients who had experienced cessation of maintenance treatment once or more showed 

significant reduction in drug-related HTIs during treatment (before vs during IRR 1.7 

(1.0 to 2.9)), though less than patients without treatment interruptions (before vs during 

IRR 6.1 (3.6 to 10.6)) and a significant five-fold increase after OMT cessation 

compared to the in-treatment period (IRR 5.4 (3.0 to 9.7). 

 

Conclusion: Acute/sub-acute drug-related somatic morbidity is reduced during 



 2 

compared to before OMT. This was also found for ―problem patients‖ with on-going 

drug-taking during OMT, but to a lesser degree than for patients not using illicit drugs.  

 

 

Introduction 

Background/rationale 2 Explain the scientific background and rationale for the investigation being reported: 

The impact of OMT status (before, during, after OMT) on somatic co-morbidity among 

dependent opioid users is yet poorly studied. The present study investigates how 

somatic co-morbidity varies according to OMT status (before, during and after OMT) 

in a group of 200 patients. 

 

Objectives 3 State specific objectives, including any prespecified hypotheses: 

The research questions were: Is somatic morbidity reduced during OMT compared to 

before and after treatment? If so, what kinds of disease incidents are reduced? How is 

the effect of OMT-status on somatic morbidity influenced by various patient 

characteristics? 

 

Methods 

Study design 4 Present key elements of study design early in the paper: Cohort design. Retrospective 

registration of acute/subacute somatic disease incidents treated in hospitals, 200 

participants. ―Historic‖ prospective registration of drug-use during OMT (annual 

individual reports form the national OMT programme from 2001 on), 183 participants. 

Information on patient characteristics from the annual reports (183 participants) and a 

structured interview (136 participants). 

Setting 5 Describe the setting, locations, and relevant dates, including periods of recruitment, 

exposure, follow-up, and data collection: 

Setting: OMT programme in two Norwegian counties. 

Locations: Oppland county and the municipalities Ringsaker, Hamar and Stange in 

Hedmark county. 

Dates: Recruitment 2007-2008. Data collection 2008/2009. Exposure: five years 

pervious to the first OMT entry, up to the five first years during OMT in one or 

consecutive periods and up to five years after OMT in one or consecutive periods. 

Participants started OMT from 1998 until end of June 2007, i.e. exposure/observation 

time for the patients starting OMT 1998 started 1993. 

Participants 6 a) Give the eligibility criteria, and the sources and methods of selection of participants. 

Describe methods of follow-up: 

Eligibility criteria: 1) Patients starting OMT for the first time from 1998 until end of 

June 2007 in Oppland and parts of Hedmark counties or having moved to this district 

before end of June 2007. 2) Patients should have contact with or be known by local 

heath or social services in the two actual counties at the time of invitation. Identity of 

patients was unknown to the research group until consent was obtained, participants 

were recruited by treatment personnel in local health and social treatment services 

including pharmacies. 

Selection of patients: 38 patients who met eligibility criteria 1) did not meat criteria 2) 

and were impossible to reach and considered as ineligible. All eligible patients (281) 

were invited to participate. 13 were dead after start of first OMT period and included, 

187 consented. Altogether 200 were included and comprised the cohort.  

(b) For matched studies, give matching criteria and number of exposed and unexposed: 
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Not a matched study. 

Variables 7 Clearly define all outcomes, exposures, predictors, potential confounders, and effect 

modifiers. Give diagnostic criteria, if applicable: 

Outcomes: Incidence rates before, during and after OMT for acute/sub-acute hospital-

treated somatic disease incidents (HTIs) (drug-related, non-drug-related, injuries) and 

rates for inpatient days and outpatient treatment. 

Exposure: Opioid maintenance treatment (OMT) with methadone or buprenorphine. 

Predictors/patient characteristics: Gender, age at OMT start, age at heroin debut, 

years of opioid addiction before OMT start, years of schooling, years of employment, 

lifetime number of overdoses, having experienced OMT cessation, ongoing use of 

illicit drugs during OMT (opioids, benzodiazepines, cannabis, central stimulants). 

Potential confounders: The same patient characteristics – but no confounding of 

importance was found (which would be expected as the outcome measure (incidence 

and treatment contact rates) were registered repeatedly (before, during, after OMT) in 

the participants. 

Effect modifiers/interaction: Interaction between OMT status (before, during, after 

OMT) as the exposure/dependent variable and the patients characteristics gender, age 

at OMT start, age at heroin debut, years of opioid addiction before OMT start, years of 

schooling, years of employment, lifetime number of overdoses, having experienced 

OMT cessation, ongoing use of illicit drugs during OMT (opioids, benzodiazepines, 

cannabis, central stimulants) were tested.  

Diagnostic criteria: Hospital-treated (inpatient and/or outpatient) acute/sub-acute 

somatic disease incidents (HTIs) were classified as drug-related (overdoses, injecting-

related, others), non-drug-related (infections, others) and injuries. Injecting-related 

HTIs were divided into 1) acute bloodborne viral infections 2) deep venous 

thrombosis/lung embolism 3) local bacterial injecting-related skin infections 4) 

systemic injecting-related infections 5) others. No validated diagnostic list for this 

purpose was found in the literature, and this list was developed by the research group. 

Interrater reliability was tested in a pilot study 
1
 and was found to be good. In this study 

the fist author scrutinized all full-text hospital records. HTIs assessed difficult to 

categorize, was discussed with one of the co-authors (specialist of internal medicine 

and infectious diseases) until consensus was reached. 

Data sources/ 

measurement 

8*  For each variable of interest, give sources of data and details of methods of assessment 

(measurement). Describe comparability of assessment methods if there is more than 

one group: 

HTIs: Records from somatic departments in local hospitals (Innlandet Hospital) was 

examined for all patients. Based on interview information, records from somatic 

departments in hospitals were patients reported to have received treatment, were 

requested. HTIs were categorized according the criteria in section 7. Number of 

incidents and inpatient days and outpatient contacts were counted. Only somatic 

incidents were included. One incident causing several treatment contacts were assessed 

as one incident. (n=200) 

Gender: The consent statement (n=187 + the dead, n=200).  

Age at OMT start: Annual reports from the OMT programme (n=197). Information 

from other sources (social service personnel) than interview available for a few. 

Age at heroin debut: Interview (n=131). 

Years of opioid addiction before OMT start: Interview (n=130). 

Years of schooling: Interview (n=138). Information from other sources than interview 

available for a few. 



 4 

Years of employment: Interview (n=135). 

Lifetime number of overdoses: Interview (n=134) 

Having experienced OMT cessation: Annual reports from the OMT programme, 

hospital records, interview, information from social service personnel, (n=200). 

Ongoing use of illicit drugs during OMT (opioids, benzodiazepines, cannabis, 

central stimulants): Annual reports from the OMT programme (n=183). Assessment 

of use of illegal opioids, benzodiazepines, cannabis and central stimulants based on 

urine tests, patient information and clinical assessment the last four weeks before date 

of report for every year during OMT. A combined score for drug use between zero (no 

reported drug use during treatment) and one (reported use of all drug types every year 

during treatment) was calculated. 

Assessment of drug use at the time of OMT cessation: Data on this available from 

annual reports for 41out of 51 with interrupted OMT. 

 

Bias 9 Describe any efforts to address potential sources of bias: 

Recall bias: Information on hospital treatment outside the local area was based on 

patient recall and some disease incidents prior to treatment may have been overlooked. 

Altered help-seeking behaviour: Closer contact with health services during OMT 

probably increases patients’ help-seeking resulting in hospital treatment for health 

problems that would not have been treated before OMT. 

Age: The patients were five years older during OMT than in the pre-OMT period, 

causing an age-dependent increase in morbidity. 

Selection bias: 38 out of 319 OMT-patients were excluded as they were regarded not 

eligible. Some of these had moved abroad or to other parts of the country, and probably 

do not differ much from the rest. Others could not be reached as they had terminated 

OMT and had no current contact with social services. There might be an accumulation 

of ―problem patients‖ among these, as among those who did not consent to participate. 

However, the participation rate among those not in OMT when invited was about the 

same as among the ones in treatment, making it unlikely that this factor should cause 

considerable bias. Finally, more than 99 % of requested hospital records were obtained. 

Hence, selection bias was probably of limited importance in the study.  

 

Study size 10 Explain how the study size was arrived at: 

Pilot study: A pilot study was conducted 2005/2006 with 35 participants from one 

municipality in Oppland county. Statistical significance concerning changes in number of 

incidents and inpatient and outpatient days during OMT compared with the pre + post OMT 

period (out of treatment) was calculated according to Wilcoxon signed rank test. Significance 

concerning pre/during OMT changes in disease incidents by relation to the type of health service 

contacts (hospital vs GP), as well as the impact of ongoing substance use during OMT on the 

volume of contacts, was calculated according to Pearson chi-square and Fisher's exact tests.  278 

disease incidents were registered. There was a reduction in all incidents by 35% (p = 

0.004), in substance-related incidents by 62% (p < 0.001) and in injection-related 

incidents by 70% (p < 0.001). There was an insignificant reduction in non-fatal 

overdose incidents by 44% (p = 0.127) and an insignificant increase in non-substance-

related incidents by 13% (p = 0.741). Inpatient and outpatient days were reduced by 

76% (p = 0.003) and 46% (p = 0.060), respectively. The disease incidents were less 
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often drug-related during OMT (p < 0.001). Patients experienced a reduction in 

substance-related disease incidents regardless of ongoing substance use; however there 

was a trend towards greater reductions in those without ongoing abuse. 

         In the light of these results a sample/cohort size of about 200 was estimated as 

sufficient to evaluate whether non-significant tendencies in the pilot study would prove 

to be significant in a greater sample. Further, a cohort from a greater geographical area 

consisting av municipalities of different size and character would balance possible 

distinctive qualities concerning the municipality in the pilot study (municipality 

Gjoevik). 

         

Quantitative variables 11 Explain how quantitative variables were handled in the analyses. If applicable, describe 

which groupings were chosen and why: 

HTIs: Numbers of HTIs and numbers of inpatient days and outpatient hospital contacts 

split in diagnostic categories according to OMT status (before, during, after OMT) 

were registered. Incidence rates (IR) and rates of inpatient days and outpatient contacts 

per 100 patient years for different types of HTIs before, during and after OMT were 

calculated.  

Grouping is logical as changes in IR for various types of HTIs (as a proxy indicator of 

changes in acute/sub-acute morbidity) according to OMT status is the principal aim of 

the study. 

Age at OMT start: Age intervals of five years were examined in the regression 

analyses. 

Age at heroin debut: Age intervals of five years were examined in the regression 

analyses. 

Years of opioid addiction before OMT start: Age intervals of five years were 

examined in the regression analyses. 

Years of schooling: Put into four categories: 1) Not completed 9 years compulsory 

schooling, 2) Completed 9 years, 3) Completed 12 years (high-school), 4) More than 

12 years (college, university) 

Years of employment: Put into three categories: 1) Less than one year ordinary 

employment, 2) 1-5 years, 3) More than 5 years. 

Lifetime number of overdoses: Put into four categories: 1) Zero, 2) 1-2, 3) 3-10, 4) 

More than 10. 

Ongoing use of illicit drugs during OMT (opioids, benzodiazepines, cannabis, 

central stimulants): See point 8. Scores between 0 and 1 was split in 0.2 units by 

estimation of crude incidence rate ratio (IRR) and in quartiles in interaction analyses vs 

OMT status. 

      Groupings of the variables were assessed appropriate to evaluate the patient 

characteristics in the analyses. 

 

Statistical methods 12 (a) Describe all statistical methods, including those used to control for 

confounding 

Incidence rates were analyzed by means of a Poisson regression model. Dependencies 

in the data, due to the fact that each participant is measured repeatedly (before – during 

– after OMT), were handled by Generalized Estimating Equations (GEE) with 

unstructured working correlation and robust variance estimation. With regard to drug-
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related HTIs, we investigated the possible influence of different patient characteristics 

on the effect of OMT by including the interaction between OMT and the characteristic 

in question in the model, one by one. Incidence rate ratios with 95% confidence 

intervals were estimated. The significance level was set to 5 %. All analyses were 

performed in SPSS version 15. 

   The same model with GEE was used to control for confounding in bivariate analyses 

with OMT status as response variable. 

    

(b) Describe any methods used to examine subgroups and interactions 

The same Poisson regression model (GEE). 

(c) Explain how missing data were addressed: 

Data on patient characteristics from the interview was available for about 70 % of the 

cohort; this is a limitation in the study although 70 % is a fairly satisfactory interview 

rate among this group of patients. 

 

(d) If applicable, explain how loss to follow-up was addressed: 

Record data on HTIs were available for all patients throughout the whole observation 

period and loss to follow-up was not a problem regarding these data. 

Annual reports were available for 183 (91.5 %), and loss of data because of this was of 

minor importance.  

Patients were interviewed once, therefore no loss here. 

--- 

(e) Describe any sensitivity analyses 

--- 

Results 

Participants 13* (a) Report numbers of individuals at each stage of study—eg numbers potentially 

eligible, examined for eligibility, confirmed eligible, included in the study, 

completing follow-up, and analysed 

Potentially eligible: Patients who started OMT in the inclusion period 1998 – end 

of June 2007: 319 

Examined for eligibility: 319 

Confirmed eligible: 281 

Included in the study: 200 (187 consent, 13 dead before time of invitation). 

Exemption from professional secrecy duty of confidentiality for the dead was 

given by the Norwegian Directorate of Health 

Analysed: 200 (available data see section 6 and 8) 

(b) Give reasons for non-participation at each stage 

The 38 who did not meet eligibility criterion 2: Patients should have contact with 

or be known by local heath or social services in the two actual counties at the time 

of invitation were considered ineligible because they were impossible to reach. 

81 of the confirmed eligible did not deliver a written consent statement, and were 

not included. 

(c) Consider use of a flow diagram 

Should not be necessary here, is presented in the article. 

 

Descriptive data 14* (a) Give characteristics of study participants (eg demographic, clinical, social) 

and information on exposures and potential confounders 

                                                             Male  Female  Total 
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Gender, n (%)   133 (66.5) 67 (33.5)             200 (100.0) 

Age at OMT-start, years,  

mean (range)           37.6 (22.0-54.8)  35.9 (24.9-50.3)  37.0 (22.0-54.8)   

OMT cessation once or more,  

n (% within gender)  34 (25.6) 17 (25.4) 51 (25.5) 

Age at heroin debut, years  

mean (range)   21.5 (12-42) 20.3 (13-39)  21.1(12-42) 

Years of heroin addiction 

 before OMT, years mean* 12.9   11.1  12.3 

Self reported overdose,  

lifetime, n (% within gender)* 

 None                7 (7.8)    9 (19.6)  16 (11.8) 

 1-10               49 (54.4)               25 (54.3)   74 (54.4) 

 >10   34 (37.8) 12 (26.1) 46 (33.8)  

 

Years education,  

n (% within gender)* 

Not completed nine  

years compulsory school,  13 (14.3) 11 (23.4) 24 (17.3) 

Completed nine years, 46 (50.5) 23 (48.9) 69 (50.0) 

Completed 12 years 30 (33.0) 9 (19.1)  39 (28.3) 

College/university 2 (2.2)  4 (8.5)  6 (4.3) 

    

Emploiment, n  

(% within gender)*   

 < 1 year   18 (20.2) 13 (28.3) 31 (23.0) 

 1-5 years  25 (28.1) 13 (28.3) 38 (28.1) 

 > 5 years  46 (51.7) 20 (43,5) 66 (48.9) 

 

Overdoses during lifetime,  

n (% within gender)* 

 Zero   7 (7.8)  9 (19.6)  16 (11.8) 

 1-2   17 (18.9) 12 (26.1) 29 (21.4) 

 3-10   32 (35.6) 13 (28.3) 45 (33.1) 

 > 10   34 (37.8) 12 (26.1) 46 (33.8) 

 

 

(b) Indicate number of participants with missing data for each variable of interest 

See also section 8 

HTIs: n=200, missing 0.  

Gender: n=187 + the 13 dead, n=200, missing 0.  

Age at OMT start: n=197, missing 3. 

Age at heroin debut: n=131, missing 69. 

Years of opioid addiction before OMT start: n=130, missing 70. 
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Years of schooling: n=138, missing 62. 

Years of employment: n=135, missing 65. 

Lifetime number of overdoses: n=134, missing 66. 

Having experienced OMT cessation: n=200, missing 0. 

Ongoing use of illicit drugs during OMT (opioids, benzodiazepines, cannabis, 

central stimulants): n=183, missing 17.  

Assessment of drug use at the time of OMT cessation: Data on this available from 

annual reports for 41out of 51 with interrupted OMT, missing 10. 

 

(c) Summarise follow-up time (eg, average and total amount) 

Follow-up time: 

   5 years previous to first OMT entry: 200 participants, total 1000 years, 5 years for 

all participants. 

   5 first years during OMT, one or consecutive periods:  200 participants, total 813 

years, mean 4.1 years 

   5 first years out of treatment after the first OMT admission, one or consecutive 

periods: 51 participants, 91 years, mean 1.8 years. 

Outcome data 15* Report numbers of outcome events or summary measures over time 

 

 

Acute/subacute hospital-treated disease incidents (HTI): Incidence rates and rates 

of inpatient days and outpatient treatment contacts per 100 patient years 

 

 

      OMT status 

 

                  Before  During  After 

 

Incidence rates 

 

All acute/subacute HTI   60.5  38.1              113.0 

 

All drug-related HTI   31.9  7.5  75.7 

 

Overdoses    10.4  3.7  20.8 

 

Injecting-related, total    14.2  2.4  34.0 

 Deep venous thrombosis/ 

 lung embolism   0.6  0.2   1.1 

 Acute hepatitis B and C  0.9  0.1   1.1 

 Local bacterial infections  8.5  1.5              19.7 

 Systemic bacterial infections 3.3  0.5              11.0

  

 Others    0.9  0.1   1.1 

 

Other drug-related, total   7.3  1.4  20.8 

 Withdrawal-related  2.7  0.5  4.4 

 Impaired general condition 1.4  0.2  7.7 

 Neuro-muscular   0.5  0.0  1.1 
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 Other    2.7  0.6  7.7 

 

All non-drug-related HTI  12.4  16.7  21.9 

 

Infections      3.7    4.7  11.0 

Other       8.7  12.1  11.0   

 

Hospital-treated injuries   16.2  13.9  15.4 

 

 

Treatment contact rates 

 

Inpatient days per 100 patient years 150.7  92.4  472.8

  

 Drug-related      86.9  13.9  331.3 

 Non-drug-related      31.7  62.9    69.1

   

Injuries                       32.1  15.6    72.4 

 

Outpatient contacts per 100 patient years    56.4  41.4  107.5 

 Drug-related      22.9    4.8    49.4 

 Non-drug-related      12.1  16.9    26.3 

 Injuries       21.4  19.8    31.8 

 

Main results 16 (a) Give unadjusted estimates and, if applicable, confounder-adjusted estimates 

and their precision (eg, 95% confidence interval). Make clear which 

confounders were adjusted for and why they were included: 

 

Hospital-treated somatic disease incidents (HTIs); Crude incidence rate ratioes 

(IRR) and treatment contact rate ratioes (TCRR) of inpatient days and outpatient 

hospital contacts.  

 

 

            IRR/TCRR 95 % CI  p-value 

 

Before vs. during OMT, 

during OMT as reference 

(rate=1) 

 

HTIs  

 

All HTIs             1.6   1.3-1.9    <0.001 

 

Drug-related  4.2                        2.9-6.2    <0.001 

 Overdoses            2.8   1.6-5.0    <0.001 

 Injecting-related 5.9   3.1-11.4                 <0.001 

 Other  5.7                        2.8-11.9    <0.001 

Non-drug-related  0.7   0.6-1.0        0.02 

Injuries   1.2   0.9-1.5         0.23 
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Inpatient days     

Drug-related  6.3   3.4-11.8                <0.001 

Non-drug-related  0.5   0.3-1.0   0.04 

Injuries   2.1   0.7-5.7   0.17 

All   1.7   1.1-2.4   0.01 

 

Outpatient contacts    

Drug-related  4.8  2.7-8.3   <0.001 

Non-drug-related  0.7  0.4-1.2   0.18 

Injuries   1.1  0.7-1.6   0.78 

All   1.4  1.0-1.8   0.04 

 

 

After vs. during OMT, 

during OMT as reference 

(IR=1) 

 

 

 

HTIs  

 

All HTIs                 2.8   2.1-3.9                <0.001 

 

Drug-related                     11.1   6.6-18.5               <0.001 

 Overdoses            5.8   2.7-12.3              <0.001

 Injecting-related 12.6   4.3-36.8              <0.001 

 Other               16.7    6.5-42.7              <0.001 

Non-drug-related                 1.4   0.9-2.2                  0.15 

Injuries                  0.8   0.3-1.8                  0.57 

 

Inpatient days  

Drug-related                       25.2              13.1-48.7               <0.001 

Non-drug-related                  1.1   0.5-2.3   0.78 

Injuries   4.6   0.8-28.5               0.98 

All                 5.9   3.6-9.6               <0.001 

 

Outpatient contacts               

Drug-related                      10.6   4.7-25.9              <0.001 

Non-drug-related                 1.6   0.7-3.7   0.26 

Injuries                  1.1   0.4-3.1   0.87 

All                  2.0   1.1-3.8   0.03 

 

 

(b) Report category boundaries when continuous variables were categorized: 

See section 11. 

(c) If relevant, consider translating estimates of relative risk into absolute risk for 

a meaningful time period: 

Using this design with repeated measures (incidence rates) of the same participants 



 11 

(before, during and after OMT) with Poisson regression (GEE), the estimates are 

incidence rate ratioes and not relative risk. 

Other analyses 17 Report other analyses done—eg analyses of subgroups and interactions, and sensitivity 

analyses: 

In the Poisson regression model used in this study, incidence rate is the dependent 

variable. The effect of several exposure/independent variables on the incidence rate of  

drug related HTIs were examined (this analysis is not in the paper): 

 

  P-value   Crude IRR 

 

     Before  4.2 (2.9 – 6.2) 

OMT   p<0.001  During  1.0 

     After  11.1 (6.6 – 18.5) 

 

Gender   p = 0.83  Men  1.0 

     Women  1.0 (0.7 – 1.5) 

 

Interrupted OMT  p = 0.85  Yes  1.0 (0.7 – 1.6) 

 

     <1 year  1.0 

Employment years  p = 0.40  1-5 years  1.0 (0.6 – 1.6) 

     >5 years  0.7 (0.4 – 1.2) 

 

Schooling years  p = 0.88  <9  1.0 

     Completed 9 1.1 (0.6 – 2.0) 

     Completed 12 1.2 (0.6 – 2.3) 

     College/univ 0.8 (0.3 – 2.1) 

 

Age OMT start   p = 0.46  per 5 years 1.0 (0.8 – 1.1) 

 

Illegal drug 

use during OMT  p = 0.30  per 0.2 unit 1.1 (0.9 – 1.2) 

 

Overdoses lifetime  p = 0.009  Zero  0.3 (0.1 – 0.6) 

     1-2  0.6 (0.3 – 1.0) 

     3-10  0.9 (0.6 – 1.4) 

     >10  1.0 

 

Heroin dependence 

before OMT  p = 0.10  per 5 years 1.1 (1.0 – 1.3) 

 

Heroin debut  p = 0.28  per 5 years 0.9 (0.7 – 1.1) 

 

 

Interaction analysis: 

Drug-related hospital-treated somatic disease incidents: interaction  

effect between OMT status (before versus during OMT) and 

 patient characteristics.  
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Patient characteristics  P-value for Adjusted IRR 

    Interaction (95 % CI) 

 

During-treatment 

characteristics 

 

Interruption of  OMT  p = 0.001       

 Continous treatment   6.1 (3.6 – 10.6)  

   

Interrupted treatment   1.7 (1.0 – 2.9)   

 

Drug-use during OMT 

(illicit opioids, cannabis, benzo- 

diazepines, central stimulants)  p = 0.07 

 

 25 percentile, quartile      

 without drug use    6.5 (3.5 – 12.0)  

  

 

               75 percentile, quartile      

 with most drug use    3.6 (2.4 – 5.3)   

 

 

Pre-treatment 

characteristics 

 

Employment years   p = 0.02 

 

 <1 year     2.6 (1.3 – 5.2)  

  

1-5 years     4.1 (1.8 – 9.2)   

 >5 years     5.5 (2.7 – 11.2)  

 

 

Opioid dependence 

before OMT, years   p = 0.01 

 

 8 years (25. percentile)   3.3 (2.0 – 5.5)   

                16 years (75. percentile)                                         5.4 (3.1 – 9.4) 

Discussion 

Key results 18 Summarise key results with reference to study objectives: 

 

The study shows a substantial reduction in drug-related hospital-treated incidents of 

somatic disease (HTIs) during opioid maintenance treatment compared to the pre-

treatment period. The reduction comprises overdoses, injecting-related and other drug-

related HTIs.  

Overdoses are the most frequent cause of death among dependent opioid 
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users, and the 64 % reduction in overdoses during treatment is an important finding. 

Several studies have documented reduced mortality during OMT compared to the pre-

treatment period, and the reduction in overdoses found in the present study supports 

previous findings of reduced mortality during OMT. 

Injecting-related HTIs were also substantially reduced (by 83 %) during OMT. 

This may have been due to those OMT patients who stopped injecting and to others 

who continue to inject do so but at a less frequent rate than before treatment. The 

reduction comprises all kinds of injecting-related HTIs among which local and 

systemic bacterial infections are by far the most frequent. The local skin infections 

often require surgical treatment and they may give rise to severe systemic infections as 

septicaemia, fasciitis, endocarditis, osteomyelitis, discitis and others. Most of these 

conditions are rare, but they are much more frequent among injecting drug users than in 

the general population. Such infections may be life-threatening and may result in 

severe and permanent health problems and they often necessitate complex, long-lasting 

and expensive hospital treatment. When injecting-related health problems among drug 

users are considered, these apparently less serious conditions are often overshadowed 

by the focus on HIV and hepatitis C. However, some studies indicate that the burden on 

the healthcare system due to injecting-related local and systemic bacterial infections 

may be even greater than that due to bloodborne infections. The present study found 

that such bacterial infections were frequent among dependent opioid users and that they 

were substantially reduced during maintenance treatment. 

 Non-drug-related HTIs were found to increase (by 35 %) during treatment as 

compared to the pre-treatment period. Inpatient days increased by 98 % and outpatient 

treatment contacts increased by 40 %. The reason for this may be a closer contact with 

health services during maintenance treatment. Within the OMT program, patients may 

receive health care that was not previously available to them which leads to the 

diagnosis and treatment of health problems that were previously not identified. If so, 

this increase in non-drug-related HTIs may be reflective of improved access to health 

services and not of an increase in morbidity. It is theoretically possible that the cause is 

adverse OMT-effects, but we have not found any evidence in that direction in our 

scrutiny of the hospital records.  

  

Limitations 19 Discuss limitations of the study, taking into account sources of potential bias or 

imprecision. Discuss both direction and magnitude of any potential bias: 

 

The study has some limitations. First, the study assessed acute/subacute 

hospital-treated disease incidents (HTIs) and not morbidity as such. A key question is 

whether changes in pre-during-post-OMT incidence and treatment rates reflect a 

change in morbidity; in other words whether these rates can be regarded as a proxy 

indicator for morbidity. Information on hospital treatment outside the local area was 

based on patient recall and some disease incidents prior to treatment may have been 

overlooked. In addition, closer contact with health services during OMT probably 

increases patients’ help-seeking resulting in hospital treatment for health problems that 
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would not have been treated before OMT. Further, the patients were five years older 

during OMT than in the pre-OMT period, causing an age-dependent increase in 

morbidity. Even so, we found significant reduction in HTIs during OMT. Therefore, 

our findings most probably reflect a ―true‖ reduction in acute/subacute HTIs – and 

hence in acute/subacute morbidity – during compared to before OMT.    

 A further limitation is that the list of diagnoses to differentiate whether HTIs 

were drug-related or not has not been validated by external researchers and we could 

find no similar list in the literature. There may be some uncertainty about whether some 

HTIs were drug-related or not:  however, inter-rater reliability scores were high. There 

were also analytic problems due to the fact that the post-OMT observation period was 

only 91 years vs 1000 before and 813 during OMT. This is mainly due to the high 

retention in OMT in Norway. The relatively few post-OMT years at risk is a limitation 

in the study, but with this design and the given retention in treatment, the post 

treatment period will no matter be unbalanced compared to the pre- and in-treatment 

periods.  

 

 

Interpretation 20 Give a cautious overall interpretation of results considering objectives, limitations, 

multiplicity of analyses, results from similar studies, and other relevant evidence: 

Objectives: The research questions were: Is somatic morbidity reduced during OMT 

compared to before and after treatment? If so, what kinds of disease incidents are 

reduced? How is the effect of OMT-status on somatic morbidity influenced by various 

patient characteristics? 

   The findings shed light on these questions. The results indicate that drug-related HTIs 

are reduced during OMT compared to the pre-treatment period. As drug-related HTIs 

are the most frequent, this brings about an overall reduction in HTIs during OMT. Non-

drug-related HTIs are increased during OMT, but this may be caused by altered help-

seeking behaviour. Injuries are relatively stable. After treatment cessation drug-related 

HTIs show great increase among patients with interrupted treatment, this is a matter of 

concern that should be further studied. 

   Interaction between OMT status and various patient characteristics were examined; 

Individuals with less work experience and fewer years of opioid dependence 

respectively showed less reduction in incidence rates during compared to before 

treatment. Patients with ongoing illicit drug-taking showed less reduction in HTIs than 

those not taking drugs, even so the quartile taking most illicit drugs showed significant 

HTI reduction during vs before treatment. Patients with interrupted treatment showed 

less HTI reduction during treatment than those with continuous treatment, but even the 

cessation group showed significant reduction. 

 

Limitations: These are discussed in section 19.  Both recall bias among participants, 

changed/increased use of health services during treatment and increased age will tend 

to make it more difficult to demonstrate HTI reduction during vs before treatment. 

When such a reduction in spite of this was established, this reinforces the probability 
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that the HTI reduction corresponds to a reduction in acute/sub-acute morbidity during 

vs before OMT.  

 

Relation to other studies: Some studies imply health improvement during OMT based 

on patient interview (Australia) and clinical assessment (Germany) and register studies 

from Sweden indicates reduced volume of inpatient treatment due to infections during 

OMT. However, no studies on changes in somatic morbidity according to OMT status 

with a somewhat similar design were found. Hence, this study should provide new 

knowledge about OMT-related effects on somatic co-morbidity among dependent 

opioid users. 

 

 

Generalisability 21 Discuss the generalisability (external validity) of the study results 

 

 Participation rate was high and selection bias was of limited importance, this should 

strengthen the external validity. 

   The study was performed within the Norwegian OMT setting. Special characteristics 

among dependent opioid users in Norway are that HIV prevalence is low and frequency 

of opioid injection, especially heroin, is high. 

   Further, the study was conducted in an area without major cities, and major cities 

tend to attract socioeconomic deprived dependent problem opioid users.  

   In spite of this, the generalisability should be fairly high, nevertheless further studies 

on OMT-related changes in morbidity should be undertaken. 

Other information 

Funding 22 Give the source of funding and the role of the funders for the present study and, if 

applicable, for the original study on which the present article is based: 

 

There was no external funding for this study, the study was performed as part of the 

authors’ employment as stated in the affiliation paragraph.  

 

*Give information separately for exposed and unexposed groups. 

 

Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and 

published examples of transparent reporting. The STROBE checklist is best used in conjunction with this article (freely 

available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at 

http://www.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is 

available at http://www.strobe-statement.org. 

 

 

References 

 
1. Skeie I, Brekke M, Lindbaek M, Waal H. Somatic health among heroin addicts before and during 

opioid maintenance treatment: a retrospective cohort study. BMC Public Health 2008;8:43. 

Flow chart

Started

OMT

------

319

Impossible

to reach

-----

38

Eligible

------

281

No 

consent

------

81

Included

------

200

Dead

----

13

Consent

------

187

Interview

---

136

No interview

---

51

 


