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1. Introduction

Although there is a large amount of anecdotal evidence 
about the association between drug abuse and tobacco smok-
ing, only a few data have been made available so far on the 
prevalence of tobacco addiction among current heroin users, 
probably due to a low degree of compliance with structured 
interviews or to the presence of other factors, such as con-
comitant drug therapy, in data pooled in the setting of large 
epidemiological studies. To date, most of the available data 
on the association between tobacco and opiate addiction have 
been obtained from heroin addicts in methadone mainte-
nance, who showed a high prevalence (80-95%) of smoking 
(1-3,7). To our knowledge, no data have been reported so 
far on smoking prevalence in heroin addicts who are not in 

treatment for opiate dependence. 
The present report is a cross-sectional survey on tobacco 

smoking; it was carried out in a large sample of heroin addicts 
not under treatment for opiate dependence. The aim of the 
study is to describe the prevalence of smoking in untreated 
heroin users who accessed the largest European residential 
drug-rehabilitation community, the Comunità di San Patrig-
nano, Italy, during the period 1980-2007. 

2.  Methods
 

2.1 Design of the study

The present report is a cross-sectional survey on tobacco 
smoking.
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Summary

Although there is a large amount of anecdotal evidence about the association between heroin abuse and tobacco smoking, there have 
been only a few epidemiological studies. The present report is a cross-sectional survey on tobacco smoking in heroin users. The 
sample included 10,530 drug users accessing the Comunità di San Patrignano during the time period 1st January 1980 to 1st May 
2007. Heroin-addicted subjects (n = 10,181) were not receiving any type of substitution or detoxification therapy. Tobacco smoking 
prevalence in the heroin-addicted group was 99.2% (10,095 out of 10,181 subjects). In the large sample of heroin users observed in 
the present study, this confirms the anecdotal report that most heroin users are smokers. 
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2.2 Subjects

The sample included 10,530 subjects admitted into 
the Comunità di San Patrignano during the time period 1st 
January 1980 to 1st May 2007. Heroin-addicted subjects (n 
= 10,181) were without any type of substitution or detoxifi-
cation therapies. In fact, the policy of the Comunità di San 
Patrignano does not require a status of drug abstinence or 
ongoing detoxification therapy at the time of admission into 
the community. This policy made it possible to meet the in-
clusion criteria of ‘untreated heroin user’ for all the subjects 
admitted into the Comunità. An on-site hospital was present 
for the management of acute withdrawal syndrome whenever 
necessary. The Comunità di San Patrignano does not admit 
subjects with a diagnosis of neuropsychiatric disorders.

There were more male subjects (n = 8,489; 80.6%) than 
female ones (n = 2,041; 19.4%). The mean age for all sub-
jects was 28.2 years (SD = 6.2 years). Table 1 shows their 
characteristics.

2.3  Data collection

Demographics, educational level (8), heroin (daily, non-
daily) and other drugs of abuse being used, and tobacco 
smoking status (smoker, non-smoker) data were collected 
from an admission log compiled when subjects were admitted 
into the Comunità during the time period 1st January 1980 to 

1st May 2007. For subjects that accessed the Comunità more 
than once, only data from the first admission were recorded.   
Non-heroin addicted subjects were mostly cocaine addicts 
(n = 321/349 subjects; 92%). 

2.4  Statistical Analysis

Gender, educational level, heroin use (daily, non-daily), 
other drug of abuse use, and smoking (smoker, non smoker) 
status were compared by bivariate statistical analysis with 
the Chi-square test, or with Fisher’s exact test. Comparisons 
between age or duration of drug use with smoking status 
(smoker/non smoker) were carried out with Student’s t-test. 
Multivariate analysis was performed by using a logistic regres-
sion model with smoking status as dependent variable (non 
smoker; smokers). Alpha was set at 0.05 (two-tailed) for all 
statistical analyses, which were conducted using SPSS 11.5 
statistical software. (SPSS 11.5, SPSS Inc., Chicago, IL).

3. Results

Of the sample of 10,530 subjects, 10,428 (99.0%) re-
ported current smoking status. No statistically significant 
differences in current smoking status prevalence were 
detected between males (8,412 out of 8489; 99.1%) and 
females (2,016 out of 2,041; 98.8%). Smoking prevalence 
across years of access to the Comunità di San Patrignano 
was not statistically significant, with an average of  99.2% 

Table 1. Demographics, data for heroin (daily/non-daily) and other drugs of abuse use, history of 
drug use, route of substance administration and, smoking (smoker; non-smoker) status of study 
sample.

Total
N (%)

Subjects 10530
Mean Age in years (±SD) 28.2 ±6.2
Gender

Males
Females

8489 (80.6)
2041 (19.4)

Education
Primary education
Lower secondary education
Upper secondary education
First stage of tertiary education
Unknown data

1042 (9.9)
6756 (64.2)
1998 (19.0)

86 (0.8)
648 (6.2)

Primary substance of abuse
Cocaine
Other 
Heroin
daily use
occasional use

 
321 (3.0)
28 (0.3)

10181 (96.7)
9290 (87.0)
891 (9.3)

Smoking status
smokers
non-smokers

10428 (99.0)
102 (1.0)

Mean Duration of drug use in years (+SD) 10.0 (±5.9)
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(SD  = 0.7%) (Table 2).  
The average age of smoking initiation (daily use) was 

14.1 years (SD = 2.5 years). Average age at the first ex-
perience of heroin experience was 18.4 years (SD = 3.8 
years). Of those 10,095 subjects addicted to both tobacco 
and heroin, 8,002 subjects (79.3%) began by smoking 
first, 1,176 subjects (11.6%) began with both at the same 
age, and 917 subjects (9.1%) had their first experience 
of heroin before they started smoking. The non-smoker 
subjects (n = 102), with a mean age of 29.6 years (SD = 
7.2 years), showed a statistically significant greater age 
than smokers (n = 10,428), who had a mean age of 28.2 
years (SD = 6.1 years) (p = 0.024). 

A higher prevalence of tobacco smoking was associated 
with heroin daily use than with: i) the non-daily use of heroin 
(99.3% vs 97.9%; p< 0.001), and ii) the abuse of other 
drugs (99.3% vs 95.4%; p< 0.001). A higher prevalence 
of tobacco smoking was also associated with the non-the 
daily use of heroin than with abuse of other drugs (97.9% 
vs 95.4%; p< 0.001) (Fig. 1). 

Logistic regression analysis confirmed that smokers 
were significantly younger than non-smokers (OR 0.97, 
CI 95%: 0.94-0.99; p = 0.02) and that the prevalence of 
tobacco smoking was higher in heroin users than in users of 
other substances (OR 5.66, CI 95%: 3.27-9.81; p < 0.001). 

4.  Discussion

This is the first cross-sectional survey on tobacco smok-
ing to be performed in a large sample of heroin addicts 
not receiving treatment for opiate dependence. Smoking 
prevalence in this large sample of heroin users is over 99%, 
which confirms the anecdotal report that most heroin users 
are smokers. The prevalence data reported in our survey are 
greater than those reported (ranging between 80 and 95%) in 
other studies on heroin addicts receiving methadone main-
tenance (1-3,7) and over three times the level recorded for 

the aged-matched general population in Italy (the smoking 
prevalence in the Italian population in 2010 was 26%) (5).

Comparisons between different heroin or non-heroin 
use groups yielded rankings in which smoking prevalence 
showed its highest values in daily heroin addicts, followed 
by non-daily heroin addicts and non-heroin addicts. All 
these prevalence comparisons were statistically significant, 
but the values recorded were so high (ranging from 99.2 to 
95.4%) that it may be concluded that differences in smoking 
prevalence between these groups are small in size and not 
relevant in the current sample (most of these subjects were 
smokers).  In fact, smoking prevalence in the non-heroin use 
group was much greater than that previously reported in the 
literature (79%) (6).

The present data were collected from an admission log 
compiled when subjects accessed the community. The smok-
ing data recorded were self-reported current smoking status 
(yes/no), age at onset of daily smoking (at least 10 cigarettes/
day). One major limitation of the present survey is, there-
fore,  that nicotine dependence was not measured (e.g., with 
the standard Fagerstrom questionnaire) and non-smoking 
status was not objectively assessed (e.g., by expired carbon 
monoxide or cotinine assays). An interesting extension of 
this study woul be the collection of more data on smoking 
history, including, for instance, how many non-smokers 
were ex-smokers. 

Although the data were collected in a specific country 
(Italy), the present findings demonstrate that smoking shows 
a strong comorbid association with heroin addiction in a 
population sample that was not receiving treatment. Ac-
cording to these data, we strongly recommend that the need 
to halt smoking should be considered for heroin addicts 
entering a community. Smoking cessation is not currently 
considered a priority in drug abuse therapy. Even so,  be-
ing under drug abuse treatment in a residential setting may 
improve the motivation to stop smoking.  There is a limited 
availability of studies performed in residential therapeutic 

Table 2. Prevalence data for heroin (daily/non-daily) and other drugs of abuse use, educational level by smoking 
(smoker; non smoker) status.

Non smokers
N     (%)*

Smokers
N        (%)*

Totals
N       (%)#

p

Subjects 102  (1.0) 10428 (99.0) 10530 (100.0)
Age (M±sd) 29.6±7.2 28.2±6.1 28.2±6.2 0.024
Gender

Males
Females

77    (0.9)
25    (1.2)

8412   (99.1)
2016   (98.8)

8489  (80.6)
2041  (19.4)

0.205

Non-heroin (cocaine and other substance)
Heroin

Daily 
Non-daily

16    (4.6)
86    (0.8)
67    (0.7)
19    (2.1)

333     (95.4)
10095 (99.2)
9223   (99.3)
872     (97.9)

349     (3.3)
10181 (96.7)
9290   (87.0)
891     (9.3)

< 0.001

< 0.001

* percentage of row Totals; # percentage of Subjects Total
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communities (4,9) but the data are encouraging. McDonald 
and coll. (2000) showed that at the time of admission 61% 
of drug users were responsive to the idea of halting their 
smoking habit, while implementation of tobacco education 
and cessation programmes increased this value to 87% at 
the time of discharge. 

A ban on smoking is now in force in most of the thera-
peutic communities in Italy, including the Comunità di San 
Patrignano. Admission into a smoke-free environment for 
drug abuse treatment should therefore be coupled with spe-
cific smoking cessation programmes, in order to improve 
motivation and compliance with therapy.
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1. Introduction

Investigations on the interaction between dietary habits and 
the nutritional status of heroin addicts in methadone maintenance 
treatment appears to be an important field of research in dietetics, 
as the drug addicts are a risk group for undernutrition, and little is 
known about diet and nutrition in this population (1,2).

Previous studies have shown a correlation between drug addic-
tion, education and income levels and body mass index; the lower 
the educational and income levels, the lower the body mass index 
(BMI) turned out to be (3,4,9).

Many studies have found that drug abusers have nutritional 
deficits, including weight loss and changes in dietary patterns. 
Drug use in itself affects nutritional status for several reasons. A 
drug may not directly affect energy intake, but it is still likely to 
affect the frequency and nutritional quality of meals (5,6,10,12).

The aim of this research was to study the anthropometric, nu-
tritional and sociodemographic characteristics of heroin addicts in 
methadone maintenance treatment.

2. Methods

2.1 Subjects

A cross-sectional study on 49 heroin addicts in methadone 
maintenance treatment was carried out in the Centre for Integrated 
Responses (CRI), Braganza, North-East Portugal. Patients who had 
associated diseases were excluded.

2.2 Data collection

The sample received a previously tested questionnaire consist-
ing of three parts; the first two were answered by the patient, while 
the third was the documentary result of an interview with him/her. 
Dietary habits were assessed using a food frequency questionnaire. 
Anthropometric evaluation was performed by measuring patients’ 
weight and height. Weight was measured with the body analyzer 
Tanita BC-418 ®. The subjects were weighed without shoes and 
with light clothes; the figure obtained was accurate to the nearest 
0.1 g. Those measured had to keep their feet together, with their 
heels against the holder of the measuring device, standing upright, 
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without bending or stretching, and looking straight ahead, without 
raising or lowering their head. The Frankfurt plane running between 
the upper end of the ear and the outer corner of the eye had to be 
kept exactly parallel to the ground. The interviews on dietary habits, 
designed to facilitate anthropometric evaluations, were conducted 
by trained dietitians.

2.3 Statistical analysis

All the statistical analysis were carried out using SPSS 17.0 
for Windows. The data collected were analyzed using descriptive 
statistics (means, standard deviations), while the relationships 
between variables were assessed using non-parametric statistics 
(the Student t and Mann-Whitney tests). Statistical significance 
was considered for p values <0.05.

2.4 Ethical issues

This study has preserved the anonymity of participants and 
the confidentiality of all the data collected, which are used only 
for research purposes.

All the participants in this study were adequately informed about 
its objectives and purposes, and only after due permission had been 
given by them were they included in the study, in accordance with 
the Declaration of Helsinki.

3. Results

Table 1 presents the social, anthropometric, nutritional and di-
etary characteristics of the sample (n = 49). Of the 49 participants, 
87.8% were male and 12.2% female, with a mean age of 35.39 ± 

8.36 years. The mean body mass index was 22.48 ± 3.47 kg/m2. 
The index proved to be significantly higher in heroin addicts 

who live with a spouse (n = 11; 25.03 ± 3.93 kg/m2), compared to 
other housing situations (n = 38, 21.74 ± 2.99) (p = 0.005), while 
the energy consumed (kcal) shows no significant differences be-
tween the two groups.

All heroin addicts reported having lost weight since the onset 
of drug use and 71.4% now have a normal weight, with 10.2% 
underweight.

Total energy consumed averaged 2,324.98 ± 1,021.40 Kcal/day. 
Those who were unemployed consumed more fat relative to total 
energy (p = 0.044) and lower amounts of carbohydrates relative to 
total energy, compared with other work situations.

On eating habits, among all groups, unemployed drug users 
are those who had the fewest meals per day (2.27 ± 0.94 meals; 
p= 0.008). All the groups investigated failed to comply with the 
recommendations on minimum daily consumption of fruit (2 serv-
ings), vegetables (3 servings) and grains (6 servings), on the basis 
of the recommendations of the food pyramid RB. The average daily 
consumption of sweets was 5.63 ± 2.16 servings per day.

4. Discussion and Conclusion

This study suggests that there is indeed a relationship between 
the nutritional status and food consumption profile of heroin ad-
dicts in methadone maintenance treatment, and sociodemographic 
factors such as employment and housing situation.

The fact that BMI was significantly higher in heroin addicts 
living with a spouse may be attributable to the presence of a care-
taker figure who instills sensible eating habits and prepares meals. 
The presence of another person seems to be a factor influencing an 

Table 1. Social, anthropometric, nutritional and dietary characteristics of the sample

Housing Situation Employment Situation
Total
N=40

Spouse/Partner
N=11

Others
N=38

Unemployed
N=22

Others
N=27

Gender (%)
 Male 87.8 63.6** 94.7** 86.4 88.9
 Female 12.2 36.4** 5.3** 13.6 11.1
Age (years) 35.39±8.3 34.18±7.1 35.74±2.9 38.50±7.2* 32.85±8.4*
BMI (Kg/m2) 22.48±3.4 23.03±3.9* 21.74±2.9* 22.35±2.9 22.59±3.8
 Underweight (%) 10.2 9.1 10.5 9.1 11.1
 Normal weight (%) 71.4 54.5 76.3 77.3 66.7
 Overweight (%) 16.3 27.3 13.2 13.6 18.5
 Obesity (%) 2.0 9.1 0.0 0.0 3.7
Qualifications (%)
 1st cycle 18.4 63.6 5.3 22.7 14.8
 2nd cycle 26.5 18.2 28.9 36.4 18.5
 3rd cycle 30.6 18.2 34.2 22.7 37.0
Secondary education 20.4 0.0 26.3 18.2 22.2
 Bachelor 2.0 0.0 2.6 0.0 3.7
 Graduation 2.0 0.0 2.6 0.0 3.7

*p<0.05 **p<0.01
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Table 1. Social, anthropometric, nutritional and dietary characteristics of the sample

Housing Situation Employment Situation
Total
N=40

Spouse/Partner
N=11

Others
N=38

Unemployed
N=22

Others
N=27

Weight loss (%) (yes) 100 100 100 100 100
Weight loss (kg) 8.38±6.6 9.45±7.6 8.04±6.3 7.6±4.7 9.04±7.9
Number of meals daily 2.78±1.1 2.87±1.4 2.76±1.0 2.27±0.9* 3.19±1.1*
Energy (kcal) 2324±98±1021.4 1909.06±582.6 2445.36±1093.3 2301.77±1219.8 2342.84±850.4
Protein (gr) 94.56±32.9 80.98±23.8 98.49±34.4 97.79±38.7* 91.93±27.9*
Protein (%) 16.76±3.1 17.15±2.6 16.64±3.3 17.64±3.3 16.04±2.9
 HBP (gr) 69.49±23.8 59.30±18.8 68.58±24.9 69.98±28.1 63.65±19.7
 LBP (gr) 25.98±12.6 21.48±5.7 27.29±13.8 24.02±9.2 27.52±14.8
Carbohydrates (gr) 265.25±111.9 229.82±85.1 275.51±117.1 243.76±104.9 282.76±115.6
Carbohydrates (g±sd) 45.73±5.8 47.48±3.6 45.23±6.2 43.27±6.8* 47.73±3.9*
 Simple 107.74±52.8 97.37±53.2 110.75±53.0 90.91±46.3* 121.46±54.6*
 Complex 142.53±62.1 120.00±33.7 149.06±67.18 134.21±55.4 149.32±67.4
Fat (gr) 77.50±37.4 63.13±21.2 81.95±40.0 82.41±49.0 73.50±24.7
Fat (gr) 30.38±5.89 29.40±4.78 30.54±6.2 32.27±7.29* 23.55±3.8*
 Saturated 24.40±8.92 21.28±8.2 25.31±9.0 24.23±9.7 24.54±8.4
 Unsaturated 37.87±14.1 31.95±9.3 39.61±14.9 38.88±14.5 37.09±14.0
Fiber (gr) 18.01±8.3 15.87±6.0 18.64±8.8 16.19±6.0 19.50±9.7
Iron (mgr) 13.49±5.2 11.52±3.4 14.04±5.57 12.87±5.33 14.00±5.2
Calcium (mgr) 966.85±485.7 815.43±353.4 1010.39±513.4 926.34±635.28 999.86±327.2
Alcohol (gr) 20.37±25.4 13.78 15.9 22.28±28.6 17.24±20.2 22.93±30.7
Alcohol (% kcal total) 6.07±5.5 5.53±2.2 6.23±6.8 5.54±6.9 6.51±6.5
Energy without alcohol 
(kcal)

2182.35±959.2 1812.59±507.3 2289.39±1020.6 2181.08±117.2 2183.39±768.5

*p<0.05 **p<0.01

addict’s nutritional status, not only because the addict has someone 
who prepares meals, but the fact of being together itself helps to 
provide motivation to prepare meals.

The other housing situations (living alone or with parents) show 
a lower BMI. The average age of respondents is 35.74 years, which 
suggests that even those who live with their parents have no adult 
to monitor or take responsibility for meals, since their parents have 
ages of around 60 years. Usually parents of advanced age experi-
ence greater difficulty in performing household chores, including 
cooking meals; this factor leads to a lower intake by their children.

A normal BMI (71.4%) was recorded for most members of the 
sample; this result is in agreement with the study by Zador et al (12), 
which gave identical results, and the fact that they are individuals 
in methadone maintenance treatment leads to an improvement in 
the general state of health, including nutritional status (8).

Unemployed heroin addicts consume a higher percentage of 
fat, possibly due to their greater intake of snacks, which have a 
high concentration of fat and energy, in cafes offering easy access 
and low prices. Compared with the other groups, participants in 
this group have fewer meals per day (2.27 ± 0.94/day), which is 
in agreement with the lower BMI observed in these individuals, 
which might be accounted for by their limited economic resources.

Failure to comply with the minimum daily intake of servings 
of fruit, vegetables and grains may be due to the fact that heroin 
addicts worry mainly about satiety when they have feelings of 

scorn about their next meal. These results are supported by a study 
performed by Smit et al (11), which identified low intakes of fruits 
and vegetables in drug users.

The high consumption of sweets (5.63 ± 2.16 servings/day) may 
be due to the fact that heroin addicts in methadone maintenance 
treatment are susceptible to a craving for sweets, as noted in the 
study performed by Nolan et al (7).

These findings agree with the study by Santolaria-Fernández 
et al. (10), which concluded that social and family aspects affect 
food consumption when they produce an irregular lifestyle and 
loss of interest in meals. 

Sociodemographic conditions must be taken into consideration 
in the process of intervention with this population. More studies 
must be performed in other to clarify other nutritional and food 
behaviour variables in drug user populations.
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Table 1. Social, anthropometric, nutritional and dietary characteristics of the sample

Housing Situation Employment Situation
Total
N=40

Spouse/Partner
N=11

Others
N=38

Unemployed
N=22

Others
N=27

Grains (% portion/day)
 <6 93.6 100.0 92.1 95.5 92.6
 6-11 6.1 - 7.9 4.5 7.4
Milk (% portion/day)
 <2 34.7 27.3 36.8 54.5** 18.5**
 2-3 14.3 18.2 28.9 13.6 14.8
 >3 51.0 54.5 2.6 31.8 66.7
Vegetable (% portion/day)
 <3 98 100 97.4 100 96.3
 3-5 2 - 2.6 - 3.7
Fruits (% portion/day)
 <2 69.4 72.7 68.4 77.3 53.0
 2-4 28.6 27.3 28.9 22.7 33.3
 >4 2.0 - 2.6 - 3.7
Meat and Beans (% portion/day)
 <2 38.8 54.5 34.2 36.4 40.7
 2-3 32.7 36.4 31.6 27.3 37.2
 >3 28.6 9.1 34.2 36.4 22.2
Sweets (% portion/day) 5.63±2.1 5.28±2.1 5.73±2.1 5.53±2.6 5.72±1.7

*p<0.05 **p<0.01
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1. Background 

Benzodiazepine use and dependence are widespread 
among illicit opioid users, with approximately half of opioid 
maintenance patients reporting recent benzodiazepine use [1, 
3, 7, 24, 28]. Benzodiazepine use is associated with more 
serious drug dependence and psychiatric comorbidity [1, 24]. 
Interactions between opioids and benzodiazepines may cause 
sedation, impaired motor and cognitive performance, and 
respiratory depression. In methadone maintenance treatment, 
benzodiazepine users may have an eightfold mortality risk 
compared with other patients [5]. Another medication used in 
opioid maintenance treatment, buprenorphine, has also been 
associated with deaths following use in combination with 
benzodiazepines, but less frequently than methadone [27].

In benzodiazepine-dependent subjects, withdrawal 
symptoms may occur when use is discontinued. With high 

doses, delirium, cerebral seizures, and psychotic reactions 
are possible. Withdrawal symptoms can be alleviated by 
gradually tapering doses or by switching to a long half-life 
benzodiazepine such as diazepam. Slow tapering requires 
constant management of motivation and may be associated 
with poor treatment retention as a result. Pharmacological 
treatments of withdrawal symptoms might allow a more 
rapid discontinuation of benzodiazepines. However, little 
information is available on pharmacological strategies. 
Carbamazepine has demonstrated some efficacy in facilitat-
ing gradual benzodiazepine discontinuation [23, 15, 14, 21, 
30]. In one randomized, controlled study, carbamazepine 
improved the outcomes of benzodiazepine tapering more than 
placebo in subjects receiving benzodiazepine treatment for at 
least the past year [25]. Due to enzyme induction, there are 
interactions with other medications, such as methadone, that 
impair the usability of carbamazepine. In case reports and 
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small-scale open-label studies, other anticonvulsive drugs, 
e.g. topiramate (6, 19), gabapentin (13), and pregabalin 
(20), showed beneficial effects. Some case reports indicate 
that valproate may improve the results of benzodiazepine 
withdrawal treatment (21, 30, 11). One randomized, con-
trolled study demonstrated that valproate had no effect on 
withdrawal severity in a four-week tapering programme, 
but more valproate patients than placebo patients were able 
to remain benzodiazepine-free throughout the study (22). 

We are aware of only four studies on benzodiazepine 
discontinuation treatment in opioid or polysubstance users 
(26, 18, 29, 17). Seifert et al. (26) noted that buprenorphine/
carbamazepine was more effective than methadone/car-
bamazepine for inpatient detoxification in subjects with opioid 
dependence and additional multiple drug abuse. McGregor 
et al. (18) compared fixed and symptom-triggered benzodi-
azepine tapering in a group mainly consisting of polydrug 
users, concluding that the two methods were equally effective. 
Weizman et al. (29) compared outpatient clonazepam with-
drawal treatment with clonazepam maintenance treatment 
for benzodiazepine dependence in patients in methadone 
maintenance treatment in an open-label naturalistic study, 
and found merits in the maintenance strategy. Kristensen et 
al. (17) compared buprenorphine/valproate with clonidine/
carbamazepine regimen in subjects dependent on at least 
opioids and benzodiazepines. The buprenorphine/valproate 
combination seemed to be safe and, over several days, its 
reduction of withdrawal symptoms proved to be greater than 
that of the other treatment.

A need exists to identify an effective benzodiazepine 
withdrawal treatment for subjects with opioid dependence. 
The aim of this study was to assess whether a rapid benzo-
diazepine taper combined with valproate medication, carried 
out in an inpatient setting, is a more effective treatment for 
withdrawal symptoms than tapering alone in subjects receiv-
ing maintenance treatment for opioid dependence.

2. Patients and methods

The study was conducted between January 2006 and May 
2008 in Helsinki, Finland. Subjects were recruited among 
patients consecutively admitted to inpatient induction of 
opioid maintenance treatment (n = 29) or to benzodiazepine 
withdrawal treatment during ongoing opioid maintenance 
(n = 1). Patients had to meet DSM IV-R criteria for opioid 
dependence and benzodiazepine dependence. Patients were 
excluded if they were pregnant, had active medical illnesses 
or severe mental disorders, had a history of convulsions, or 
were unable to speak Finnish (Figure 1). All participants 
gave their written informed consent. The Ethics Committee 
of Helsinki University Central Hospital approved the study 
protocol. The study was registered at ClinicalTrials.gov 
registry (Identifier NCT00570219).

Baseline assessments included subjects´ medical history 

as well as histories of drug and alcohol use investigated by 
EuropASI (16). Structured diagnostic assessments were 
performed (SCID I and SCID II) (10, 9). Serum sampling 
for benzodiazepines and urine sampling for benzodiazepines 
and illicit drugs were carried out. As a part of the medical 
examination, routine serum analyses (e.g. C-reactive protein, 
blood count, aminotransferases) were performed.

To prevent unequal treatment group sizes, we used block 
randimization in blocks of six subjects. Sealed envelopes 
were used to keep the randomization sequence unknown. 
The study was carried out as an open trial, with all outcome 
ratings assessed blindly to prevent detection bias.

Inpatient treatment lasted 3 weeks. All subjects received 
gradual benzodiazepine tapering, where the subjects´ reported 
dosage was converted into an equivalent dose of diazepam, 
with a maximum of 80 mg per day. After the initial dose, 
dosages were reduced by 10 mg daily until 40 mg per day 
was reached, after which reductions were only 5 mg daily 
(18, 12). The experimental treatment consisted of valproate 
20 mg/kg per day for 2 weeks, with a reduction during the 3rd 
week. The patients were maintained during benzodiazepine 
detoxification on methadone 20-50 mg or buprenorphine 
2-16 mg to prevent most opioid withdrawal symptoms. If 
symptoms occurred, lofexidine was used.

During the inpatient stage, benzodiazepine withdrawal 
symptoms were measured daily from the day following 
admission by using a short version of the Clinical Institute 
Withdrawal Assessment Scale – Benzodiazepines (CIWA-B) 
(score range 0-18) (18, 4). Serum valproate and aminotrans-
ferases were analysed during the treatment for experimental 
group subjects. Urine screening was repeated at the end of 
treatment.

The predetermined outcome criterion was withdrawal 
symptoms as assessed by CIWA-B. Withdrawal symptoms 
were determined by repeated measures analysis of variance 
(ANOVA), using the last observation carried forward method 
(LOCF). The analysis was re-run with adjustment for ben-
zodiazepine dose at baseline. Data were analysed with SPSS 
version 16.0 (SPSS Inc., Chicago, IL, USA).

3. Results

One hundred and three patients were screened for the 
study (Figure 1). Most exclusions resulted from a history of 
convulsions, patient´s choice, or somatic diseases, mainly 
hepatitis C, presenting as high transaminases. Three patients 
were pregnant and another 3 were diagnosed as having severe 
mental disorders. The excluded patients used similar doses of 
benzodiazepines as participants (median diazepam-equivalent 
dose 40 mg daily, range 5-712 mg vs. 40 mg, range 8-160 
mg, P = 0.58, Mann-Whitney U-test).

Table 1 shows the background characteristics of the two 
groups. At baseline, the median diazepam-equivalent dose 
was 60 mg daily (range 20-160 mg) in the valproate group 
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Figure 1. Subject enrolment and outcomes

103 subjects screened

30 Underwent 
randomization

14 assigned to valproate
1 discharged prior to 
completing treatment
4 discontinued ratings

14 included in main 
analysis

73 excluded
41 history of convulsions
13 chose not to participate
 9 active medical illnesses
 3 were not asked
 3 unstable mental disorders
 3 pregnant
 1 not Finnish speaking

16 assigned to control group
 1 discharged prior to completing treatment
 1 no CIWA-B ratings
 3 discontinued ratings

15 included in main 
analysis

and 30 mg (range 8-75 mg) in the control group. In the val-
proate group, one subject, according to EuropASI, had used 
benzodiazepines on 13 days only in the past month, and, in 
the control group, one subject had used them on 18 days. All 
the other patients used benzodiazepines daily. In the valproate 
group, the mean number of compounds used was 2.4 (± 
SD 1.1) and in the control group 2.5 (± SD 1.0). No differ-
ences emerged between the groups in the compounds used 
(diazepam, alprazolam, clonazepam, nitrazepam, oxazepam, 
temazepam, and midazolam). No differences between the 
groups were recorded either with respect to demographic 
characteristics, drug history, or diagnoses.

Two subjects were discharged from the benzodiazepine 
withdrawal treatment for using illicit drugs at the hospital. 
Another 8 subjects discontinued participation in CIWA-B 
ratings, but stayed in treatment. No serious adverse effects 
were reported. For one patient, valproate medication was 
discontinued on day 9 because of mild liver impairment 
revealed by liver function tests. Overall, valproate was well 
tolerated, and no one reported nausea or other side-effects. 
The mean (± SD) serum level of valproate was 564 (156) 

µmol/L. No relationship was found between the serum val-
proate levels and withdrawal symptoms.

Table 2 shows the weekly mean CIWA-B scores for both 
groups. The difference between groups was not significant, 
nor did it become significant after adjusting for baseline 
benzodiazepine dose. No significant group x time interaction 
was found (F = 0.189, df = 1.54, P = 0.77).

4. Discussion

The study subjects were selected from a group of 103 
consecutive patients at a dependence clinic that serves the 
university hospital catchment area. Because the comparison 
treatment was a rapid benzodiazepine taper without anticon-
vulsive medication, a history of convulsions was an exclusion 
criterion. Consequently, 40% of patients were excluded at 
screening. The benzodiazepine doses of the excluded patients 
were comparable with those of patients entering the study; 
thus, it is safe to assume that the study group was repre-
sentative of opioid users with benzodiazepine dependence 
of varying severity.
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Benzodiazepine use is known to exacerbate opioid with-
drawal symptoms (8). In our study, subjects received rapid 
inpatient benzodiazepine detoxification and were simul-
taneously stabilized on methadone or buprenorphine. The 
withdrawal treatment was carried out using a rapid tapering 
regimen to avoid long hospital stays. Overall, the treatment 
was well tolerated, as nearly all subjects (n = 28) completed 
it; two were discharged for using illicit drugs at hospital. No 
serious adverse effects were reported.

The objective of the study was to determine whether 
valproate is effective in the treatment of benzodiazepine 
withdrawal symptoms in opioid-dependent subjects. No 
significant differences between the groups were found in 
CIWA-B scores. Several explanations are credible. The 
difference of 30 mg per day in the baseline benzodiazepine 
doses between the groups may have lowered the chances 
of detecting differences in withdrawal scores. A more even 
distribution might have improved the scope of the results. 
In addition, if differences did exist between the groups, the 
sample was apparently too small to allow them to emerge in 
the wide range of CIWA-B scores. Further, missing CIWA-B 
ratings might have led to some bias in estimating treatment 
effects. Eight subjects discontinued participation in CIWA-B 
ratings, but stayed in treatment. According to hospital notes 
for them, three subjects in the valproate group reported relief 
from withdrawal symptoms, while the others experienced no 
major changes in their clinical condition. In these cases, the 
patient records supplied information about the missing values 
of CIWA-B. Willing as we were to err on the conservative 
side, we decided to adhere, in any case, to the LOCF method.

Only one previous study has examined valproate for 
withdrawal treatment of polydrug-using opioid-dependent 
patients (17). In a non-randomized, open-label inpatient de-
toxification study, the valproate group achieved a reduction in 
withdrawal symptoms from day one, although no significant 
differences between the groups overall were found. These 
results are in line with ours. Two strengths of our study are 
that we used random allocation and that the ratings were 
carried out blindly.

The main limitations of our study are that the study 
participants were not blinded to group assignment and the 
sample size was small. To minimize the risk for detection 
bias, blinded evaluation was used. Because open dosing 
of valproate was applied, there is still the possibility that 
expectation effects could account for the differences seen 
between the groups.

No statistical differences can be claimed yet, but we be-
lieve that valproate may be useful in treating benzodiazepine 
withdrawal in opioid-dependent subjects. It was well toler-
ated, and the weekly CIWA-B scores of the valproate group 
were similar to those of the control group despite a clinically 
relevant difference in their baseline benzodiazepine doses. 
Moreover, valproate may decrease the risk of convulsions, 
and, as an indirect GABAergic agonist, it may facilitate the 
transition to abstinence from benzodiazepines (2). In any 
case, these results are preliminary and require confirmation 
in more extensive, double-blind, placebo-controlled studies. 
In particular, more research should be done with subjects 
using high benzodiazepine dosages or with those who have 
a history of withdrawal convulsions.

Table 1. Characteristics of study participants

Valproate group 
(n = 14)

Control group 
(n = 16)

Gender: Male (%) 12 (86) 10 (62)
Mean age (± SD) 32 (6.7) 32 (5.3)
Living with partner (%) 3 (21) 9 (56)
Employed (%) 0 (0) 3 (19)
Years of opioid use: Mean (± SD) 11 (5.5) 10 (4.6)
Years of benzodiazepine use: Mean (± SD) 12 (7.1) 9 (5.2)
Benzodiazepine dose (diazepam equivalent): Median (range) 60 (20-160) 30 (8-75)
Alcohol use disorder (%) 2 (14) 2 (12)
Cannabis use disorder (%) 9 (64) 6 (38)
Stimulant use disorder (%) 8 (57) 7 (43)
Mood disorder (%) 1 (7) 5 (31)
Anxiety disorder (%) 3 (21) 2 (12)
Personality disorder (%) 8 (57) 5 (31)

Table 2. Weekly CIWA-B scores (mean ± SD)

Valproate group 
(n = 14)

Control group 
(n = 15)

Days 1-7 5.1 (2.7) 6.2 (3.5)
Days 8-14 5.8 (3.5) 6.5 (3.6)
Days 15-20 5.2 (3.7) 6.3 (3.9)
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1. Introduction and motivation 

Clinical issues in the field of drug addiction problems 
are highly topical because of the urgent need to encourage 
better treatment programmes for this difficult clinical group 
of patients [1, 10, 13]. General methodological evaluations 
of addictive behaviour problems now include three main 
approaches. The first is toxicological. Here there is a clear 
possibility of estimating the consequences of chronic in-
toxication – somatic, neurological and psychopathological 
[15]. As these consequences are post-toxic, they are retro-
spective diagnostic elements. A primary consideration here 
is that the psychopathological consequences demonstrate 
a psycho-organic syndrome in practically all its possible 
forms (asthenic, euphoric, explosive, apathetic), as a rule 
featuring a strongly ‘negative’ psychopathological picture. 
It includes the well-known, invariably present complex of 

asthenia, affective lability and intellectual deficiency (due to 
the growth of cognitive disturbances). It requires, inciden-
tally, a long time-span and a severe chronic intoxication to 
become fully implemented. It also changes personality to a 
‘simpler’ pattern of reactions whenever environmental factors 
become critical. This approach, however, cannot account for 
all the certain, simultaneously specific varieties of addictive 
behaviour within their relatively individualized, recognizably 
distinctive model of real clinical appearances. Moreover, any 
psycho-organic syndrome (here – post-toxic) itself has only 
‘negative’ psychopathological potential (with a gradual loss of 
psychic energy and of the functional capacities of personality, 
leading to paroxysmal and convulsive disorders in the final 
stages) and, as presented clinically, there are no ‘productive’ 
consequences. So, this health deficiency development cannot 
completely justify or confirm a real pathogenetic model for 
the formation of pathological addictions in all their variety. 
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The second approach to the assessment of addictive prob-
lems is psychological [6, 8, 9, 12, 16]. It aims to complete 
previous approaches by providing a formal explanation of 
motivation and of behavioural patterns through their psy-
chological definition. Psychological assessment appeals to 
strict paradigms of leading, environmentally determined 
psychological reactions in interpreting most addictive prob-
lems as belonging to a typology linked to a ‘stress-diathesis’ 
model. Here we discover some elements that are bound 
to lead to failure, the main one being a de facto refusal of 
strictly academic criteria in identifying addictive problems 
as a medical priority. This approach claims the right to 
use medical assessment terminology in order to achieve a 
literally objective estimation of status, in opposition to any 
subjective interpretation of personality reactions in all their 
known variety (considering the usability of mathematics 
in working with figures in their ordinary variety on the 
level of symptom assessment). However, this psychologi-
cal approach to assessment also appeals to a much greater 
multiplicity of situations, partly determined by personality, 
than can be identified in a real clinical setting. That means, 
first of all, known parameters of irritability, hysteroid and 
asthenic reactions, infantilism and imbalances between 
forms of behavioural motivation. It also strictly depends on 
patterns of reaction (which must show differences in each 
case and depend on concrete situations) and, in every case, 
personality reactions should be environmentally determined. 
Nevertheless, any behavioural pattern of pathological addic-
tion is always quite recognizable in its identity and can be 
represented in general terms, despite recognized personal-
ity differences; this applies not only to craving, but to the 
whole complex of ‘addictive situations’. Moreover, these 
reactions became practically equal in patients with a definite 
experience of addictive behaviour. Here it is obviously not 
a matter of ‘personality development’ (of which type, it 
must be asked: simple, neurotic or paranoiac?), according 
to Hans Binder [2]), but of a ‘pathological evolution’ in the 
context of pathological processes, as the idea was formulated 
by Karl Jaspers [11]. And ‘processual’ characteristics here 
surely do not just reflect a particular endogenous process, 
but, because they are included in universal pathological 
definitions, show a precisely pathogenetic development of 
addictive illness as part of a continuum within its specific 
‘endo-form’ (endogenous-like) entity. 

It is, however, possible to assess an addictive problem 
complex through psychopathological investigation based 
on a classical clinical approach that includes psychic status 
analysis, requiring the collection of completely objective 
anamnestic data, and clinical supervision over as long a pe-
riod as possible [4, 5, 7, 10]. This can be considered a very 
up-to-the-minute psychopathological approach allowing a 
better understanding of addictive behaviour phenomena. 
This essentially proposes a medical (not only a psychologi-
cal and social) model for conducting a survey. It calls for 

a clinically objective symptomatic and syndromologically 
accurate description, estimation, definition and classification 
of this kind of problem as permitting the naming of a disorder 
and an illness, with each definition specifying their chronic 
(continual) intrinsic traits.

In developing that thesis, it is possible to enunciate the 
main goals for long-term psychiatric investigation in the 
field of addictive behaviour. 

It is necessary here to stress and clarify the notion by 
differentiating between the main definitions. Requiring 
definition there will always be a disorder (an acute dis-
turbance problem with the character of a reaction) and an 
illness (a disease) viewed as a chronic pathological process 
that comprises a variety of different disorders (appearing as 
clinical syndromes). The pathological process in question 
always has to be characterized by specifying some bench-
marks: debut (onset), clinical manifestation and outcome. A 
chronic process also needs to be defined as a state with terms 
capable of specifying the features of its outcome– defects 
and regression as regular personality changes and as the 
result of psychopathological processes. It is also important 
for the psychopathologist to supersede the estimation of the 
level of symptom and symptom complex (simple syndrome) 
by clearly formulating the characteristics of that syndrome 
and syndrome complex [11]. The clinical dynamism of an 
illness reveals variants in the clinical dynamics of a disease’s 
trend (transient, remittent, unremitting) and its typology 
(psychopathology and organic combinations), so revealing 
the dominant clinical level of damage (neurotic, psychotic, 
psycho-organic). Only by analysing the psychopathologi-
cal balance between a ‘positive’ and/or a ‘negative’ (defect, 
regression) clinical evolution in addictive health problems as 
a specific processual disease does it become possible, objec-
tively and individually, to make a differential diagnosis (with a 
real comorbidity evaluation) and to speak about remission on 
the basis of clinically determined psychopathological criteria 
(but only if validated by a ‘sober’ formal declaration given 
by the addict). In this way, the psychopathological addictive 
complex becomes adequately specified, with the possibility 
of a fuller description; it does, in fact, need to be described 
by psychiatrists specialized in clinical addictive behaviour 
problems. The severity of a addictive disease can be medi-
cally assessed only by applying psychopathological criteria, 
not only toxicological and/or psychological-sociological 
ones. Lastly, goals for therapy and correction can, as a con-
sequence, be clearly presented. It is very important here to 
see the difference between a symptomatic correction (of a 
reversible position) and the active (pathogenetically deter-
mined) treatment of an illness, with its dramatic influence 
on the dynamic of a pathological process. 

No search for stable and prognostic results in this field 
can be successful without providing marked definitions.

As can be seen at this point, the formulation of a perfect 
clinical description, with the aim of understanding the clinical 
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substrate of an addictive disease as completely as possible, 
is a crucial issue. If this component of clinical estimation 
can be supplied in a complete form and then be objectively 
confirmed by independent experts, it is quite probative. So, it 
is necessary to describe and understand the clinical features 
of all the main aspects of a ‘natural appearance’, which is 
what an addictive disease is. Then and only then, after a 
complete clinical psychopathological (not only a toxico-
psychological) description designed to function as the main 
diagnostic platform, is it possible to elaborate a traditional 
complex of screening study tests to specify diagnostic goals 
and successfully implement routine scientific work standards.

Opioid dependence complicated by alcoholism is a good 
target for clinical psychopathological investigation, because 
of its frequent occurrence in clinical drug addiction practice. 
This topic poses a challenge to the feasibility of clinically 
studying a well-known phenomenology from a dynamic point 
of view. The goal is that of reliably investigating the clinical 
structure and dynamics of opioid dependence complicated 
by alcoholism in young men by means of a complex clinical 
psychopathological assessment of mental and social status, 
so as to determine treatment priorities.

2. Materials and method

115 young aged men suffering from opioid dependence, 
complicated by alcoholism (inpatients and outpatients), were 
investigated by applying the methods of classical psycho-
pathological analysis and commonly adopted psychological 
methods, in order to make possible differential diagnosis and 
a typological description of the clinical subgroups detected. 
In addition, clinical cases with histories of illness, psychic 
status, anamnesis and follow-up (catamnesis) were estimated. 
- The following clinical and personality (premorbid) pa-

rameters were investigated:
- heredity;
- personality status (normal, accentuation, psychopathy, 

psychic infantilism);
- pattern of intoxication before addiction has started and 

during the early stages of its formation; 
- the characteristics of craving during the different phases 

of illness (intoxication, withdrawal syndrome, initial 
phase of remission).

3. Results

The clinical and social parameters to be investigated 
were assessed in patients whose age range was 17-27 years, 
suffering from an addictive illness that lasted from 1 up to 
12 years. ‘Opioid onset’ was recorded in 14-25 year-old 
patients, and ‘alcohol onset’ in 13-23 year-old patients. The 
other parameters are presented in Table 1.

Heredity status is presented in Table 2.
Two main patterns of diagnostic criteria were used with 

this group. The first included the traditional criteria for 
states of abuse, dependence and addiction. The complex 
involved in these disorders was revealed through the fol-
lowing parameters:
a)  chronic intoxication sessions or a continuum, and their 

consequences, with complete, objective information about 
them;

b)  changed biological reactivity to psychoactive substance 
use;

c)  the presence of a withdrawal syndrome, along with its 
clinical somatic, neuro-psychological and psychopatho-
logical signs; 

d)  craving and its equivalents;
e)  behavioural addictive disorders. 

Table 1. Demographic characteristics

Duration and Specification Cases %
Catamnesis 3 years 22 19.1

2 years 30 26.1
1 year 27 23.5

Educational level upper education  5 13.0
incomplete upper education 24 21.0
vocational training 38 33.0
secondary education 19 16.5
incomplete secondary education 19 16.5

Formal professional status industrial workers 26 22.6
students 53 46.1
commerce 18 15.7
unemployed and dependants 18 15.7
de facto involvement in a job, a business or an educational 
process 24 21.0
de facto disengagement (idle condition) 91 79.0

Criminal activity violation of law and police records 34 29.6
records of conviction 22 19.1
prison confinement 14 12.2
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The second diagnostic assessment was based on psy-
chopathological criteria previously described as invari-
ably present syndromes of pathological addiction [3, 5]. 
This pattern included parameters defining an ‘addictively 
predominant’ psychopathological syndrome complex, a 
clinical estimation of ‘negative’ psychic status (with a 
dynamic combination of personality defects and regressive 
features). Other factors considered were the structure and 
dynamic diagnosis of pathological addiction (kind, form, 
type, stage, phase of addictive disease and main level of 
psychopathological damage). The diagnostic criteria of 
importance were completed by the definition and clinical 
estimation of the main psychopathological mechanisms of 
pathology implementation, comorbidity status and the final 
profile of personality changes.

Debut clinical models of opioid dependence complicated 
by alcoholism showed ‘opioid onset’ in 74 patients (64.4%) 
and ‘alcohol onset’ in 41 (35.6%). All the clinical material 
issued was suitably divided into marked cohorts.

3.1. Opioid onset 

Premorbid characteristics at ‘opioid onset’ are presented 
in Table 3. The following premorbid abnormalities were 
grouped in various combinations in most of these clinical 
cases, but are shown here as an ‘absolute’ presence.

 The stage of “searching for abuse” within the study cohort 
revealed a duration ranging between 1 month and 2 years. The 
clinical phenomenology named as ‘searching for narcotics’ 
(i.e., initial substance abuse without any signs of dependence, 
viewed as a pre-nosological stage of addictive illness) was 
itself specifically focused in Russian investigations 35 years 
ago by I.N. Pyatnitskaya [14]. In our study the ‘searching for 
abuse’ of alcohol stage, without signs of dependence and with 
initially poor alcohol acceptability (a very important clinical 

notion) was found in 33 cases (44.6%), and cannabis abuse 
in 31 (41.9%). Based on the clinically assessed data in the 
opioid debut cohort, two clinical subgroups were found to 
display a main dynamic pattern of intoxication when opioids 
was replaced by alcohol. The first demonstrated a substitute 
(‘vicarious’) form of alcohol abuse, in 51cases (68.9%). The 
second showed alcohol abuse taking shape as a change in 
the pattern of narcotism, with the stability of that changed 
character in 23 patients (31.1%). 

The main clinical features of the substitution (“vicari-
ous”) alcohol abuse subgroup are listed below: 
A)  A substance (alcohol) which is abused during withdrawal, 

while a patient is in abstinence from the main drug – the 
drug that had generated dependence (here, opioids), 
?bearing in mind that? the reverse occurrence cannot in 
itself demonstrate dependence.

B)  That abused substance (alcohol) is ‘vicarious’ (i.e., has 
a substitute function); it also operates at a lower ‘narco-
genetic’ level, and does not generally change the main 
intoxication pattern.

C)  The most important clinical feature of this subgroup 
was additional systematic intoxication with cannabis, 
benzodiazepines and/or stimulants completing a specific 
pattern of intoxication, along with alcohol. 

D)  After reversion to the main form of drug-inducing depend-
ence, ‘vicarious’ intoxication fell away and eventually 
disappeared.

E)  Even when that disappearance was not complete, it did 
not affect the main intoxication pattern (for example, 
cannabis smoking along with heroin abuse).
However, the toxicological aspect of substitute drug and 

alcohol use in opioid addicts can be interpreted through the 
concept of “cross tolerance”. Also, it is very important to 
note that, in one chosen subgroup, the opioid onset cohort, 
the clinical and psychopathological criteria of the withdrawal 

Table 2. Familiarity

Patients %
Alcoholism and Alcohol Addictive Disease in parents 83 72
Personality disorder (psychopathy) in parents 11 9.6
Epilepsy or its equivalents in parents  3  2.6
Drug abuse among helpmates (wife, girlfriends), brothers, sisters (without any events 
involving parents)

10 8.7

Table 3. Premorbid characteristics at ‘opioid onset’

Cases % in ‘opioid’ subgroup
Personality accentuation 27 36.5
Psychopathy  7  9.5
Psychic infantilism 48 64.9
Residual psycho-organic signs  9 12.2
Post-traumatic consequences  3  4.1
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syndrome and the characteristics of remission maturation 
showed that opioid dependence and addiction continued 
to be active. 

The main criteria and clinical features in the subgroup 
where alcohol abuse was revealed as a change in the pattern 
of narcotism can now be presented:
A)  Total refusal of opioid intoxication.
B)  Retention of the episodic use of ‘soft’ opioids (tramadol 

and other similar substances), along with continuing 
alcohol abuse.

C)  The leading form of alcohol abuse was continuous.
D)  A high level of tolerance to alcohol (up to 2 liters or more 

of strong beverages as daily intake).
E)  A previous invariable stage of opioid dependence with 

its clinical psychopathological characteristics and with-
drawal in anamnesis.

F)  The previous presence of a clinically revealed stage of the 
abuse of alcohol as a substitute during the main period 
of opioid intoxication and the continuation of ‘vicarious’ 
alcoholism in the subsequent remission maturation phase. 
The specific clinical characteristics of the withdrawal 

syndrome named here as ‘complicated’should be described 
as a distinct clinical composition where the pathological ef-
fects of more than one pathogenic substance (here – opioids) 
change clinical proportions because the specific traits of 
opioids emerge openly and in most cases come to prevail. 
As a result, the clinical picture here was characterized by 
the following positions:
A)  A combination of the traits of ‘usual’ alcohol withdrawal 

(involving somatic, neurovegetative and psychopatho-
logical components) with significant opioid features 
(algesic sensitivity, excitement, agitation, aggressiveness, 
insomnia) in their clinical unity.

B)  A high level of clinical dynamism.
C)  The prevalence of psychopathological components over 

somatic ones.

D)  The protracted character of the acute period of withdrawal 
(we call this the period of ‘post-toxic distress’); it lasts as 
long as 7-10 days, and is followed by the lengthy remis-
sion pattern of the post-withdrawal phase (we suppose 
that this phase can be considered the ‘real withdrawal’, 
on the basis of psychopathological criteria).

3.2. Alcohol onset

The premorbid characteristics of ‘alcohol onset’ are pre-
sented in Table 4, where the percentages refer to the whole 
of the ‘alcohol debut’ cohort. 

A comparison between premorbid parameters in the two 
onset subgroups presented in Table 5 shows some differences, 
with a prevalence of psychic infantilism in the ‘opioid on-
set’ cohort and of personality disorders and psycho-organic 
components in the ‘alcohol onset’ cohort. 

The premorbid and ‘pre-opiate’ period, with the intoxica-
tion characteristics displayed in the ‘alcohol onset’ cohort, 
are presented in Table 6:

Clinical features of opioid addiction with ‘alcohol onset’ 
included the following main positions estimated by focusing 
on psychopathological diagnostic priorities. 
A) A high level of pathological progression of preliminary 

alcoholism.
B) Alcohol intoxication with a high degree of irritability, 

aggressiveness and conflictual behaviour.
C) Opioid dependence and addiction through preliminary 

alcoholism lead to a fast clinical dynamic with a short, 
intensive course tendency.

D) The psychopathology of the withdrawal syndrome and 
craving demonstrate their high grades both in the ‘alcohol’ 
and in the ‘opioid’ stage.

E) As a result of the high degree of progressiveness of ad-
dictive illness, there is a rapid transformation to a poly-
narco-toxicomanic pattern, with a return to severe alcohol 

Table 4. Parameters of premorbid state

Cases % in ‘alcohol subgroup’
Personality accentuation 19 46.3
Psychopathy  7 17.0
Psychic infantilism 24 58.5
Residual psycho-organic signs  7 17.0
Post-traumatic consequences  3  7.3

Table 5. Parameters of premorbid state 

‘opioid onset’ ( %) ‘alcohol onset’ (%) 
Personality accentuation 36.5 46.3
Psychopathy  9.5 17.0
Psychic infantilism 64.9 58.5
Residual psycho-organic signs 12.2 17.0
Post-traumatic consequences  4.1  7.3
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abuse. These are important prognostic characteristics of 
addictive illness as a pathological process.

F) In fact, both opioid dependence and alcoholism here show 
clinical features of ‘syndromal comorbidity’ because of 
their relative clinical self-sufficiency.

G) Poly-toxicomania and definitive alcoholism are clinical 
characteristics of the final stage of this variant drug de-
pendence (observable in the aged part of the subgroup). 

4. Conclusion

The present study shows:
Patterns of clinical dynamics with the clinical and psy-

chopathological structure becoming transformed into opioid 
addiction complicated by alcoholism. 

A clinical movement having the characteristics of a 
psychopathological process whose onset, manifestation and 
outcome display quite a ‘classic’ outcome– the transformation 
of what was, at the outset, essentially an opioid dependence 
into poly-toxicomania and alcoholism. 

The term ‘alcohol onset’ used here refers to a prolonged 
‘search for narcotism’ stage located within the main opioid 
addictive illness. This is one of the debut variants in opioid 
dependence; it shows a fast dynamic and its advance to an 
outcome which is poly-toxicomania.

There is an urgent need to extend the scope of the present 
study, which is based on the priorities set by clinical and 
psychopathological criteria, by combining it with other 
methodology complexes so as to gain a fuller understanding 
of clinical mechanisms and sociopsychological patterns in 
this population of addicts. 

5. Points of special interest 

A primary conclusion to be drawn from all the forego-
ing is the pressing need to investigate the main clinical 
variants of drug addiction by using a psychopathological 
phenomenology. The most important question at issue here 
is the definition of each addictive problem complex as an 
integral medical substrate showing the prevalence of certain 
psychopathological markers. Now, clinical descriptions of 

the invariably present phenomenological features of addic-
tive diseases prepared in this way on opioid dependence and 
opioid addiction as a initial sample were completed, some 
time ago, in Russian studies on psychopathology [3, 5]. These 
provided clinical descriptions of the ‘active’ psychopathologi-
cal syndromes (within the ‘addictive predominant’ complex) 
by analysing the psychic status of consciousness, specific 
thought disorders, affective disorders, bulesis (disorders of 
the will), specific intellect and behaviour disorders. This area 
includes syndromes of ‘absolute anosognosia’, ‘legitimation’ 
of addictive behaviour, and manipulative status of addicts. 
Descriptions were also given of ‘negative’ disorders in opioid 
addiction: psychic defects and psychic regression (as a com-
bination of defects and the psycho-organic consequences of 
chronic intoxication). The main psychopathological clinical 
reproduction mechanisms: obsessive, compulsive, automa-
tism, stereotypical or due to automatisms, have been reported 
as the clinical psychopathological content of that dangerous 
illness, opioid addiction.

Differential diagnosis in clinical investigation and man-
agement of the patient are required to reveal some components 
of the clinical picture. First, there is the identification of lead-
ing pathological demonstrations (symptoms and syndromes) 
viewed as a systemic (rather than an isolated) and recognizable 
‘addictive syndrome complex’ (an ‘addictive predominant’) 
which has the characteristics of a general disease. Second, 
there should be the clinical psychopathological assessment 
of a comorbidity status (dual diagnosis) with the determina-
tion of aspects of greater pathological (psychopathological) 
substance: this should include the whole field of psychiatric 
and somatic-neurological pathology, together with its relative 
typology (as accepted in Russian psychopathological descrip-
tions [3, 7]). Third, there should be differential diagnosis in 
the field of personality disorders (psychopathic decompen-
sation), to include critical environmental influences and the 
inherent properties of essentially addictive psychopathology 
(whether ‘active’ or ‘negative’). Fourth, there should be a 
differential diagnosis of the phases of each addictive disease. 
Lastly, (fifth) – there is a need for the differentiation between 
complex therapy approaches (strategy, tactics) and methods, 
including psychopharmacology and psychotherapy with their 

Table 6. Premorbid and ‘pre-opiate’ period, with the intoxication characteristics displayed in the ‘alcohol onset’ cohort

Cases % 
Age at onset of alcohol use: 
 10 -13 years old
 13 –15 years old

 7
26

17.0
63.4

Initially high level of tolerance to alcohol 17 41.5
Quickly emerging alcohol withdrawal 
(manifested 3-5 years after first experience): 16 39.0
Episodic use of toxic substances: 
 Inhalation of organic solvent vapours 
 Cannabis 
 Other toxic psychoactive substances 

 8
 4
 2

19.5
 9.8
 5.0
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clear prognostic abilities to achieve positive clinical results. 
These are needful steps to be taken in acquiring an under-
standing of such difficult aspects of clinical addictology. We 
suppose that the formulation of these objectives will favour 
the opportunity to attain greater precision in developing a 
diagnostic system. 

From this standpoint, therefore, the main goals for treat-
ment can now be presented by listing the following main goals: 
a)  the elaboration of tactics and a strategy for therapy;
b)  providing therapy with a level where damage can be 

determined; 
c) using therapeutic methodology (pharmacotherapy, 

psychotherapy) to make available aspects of medical 
technology that offer understandable prognostic criteria;

d)  correction (symptom-oriented therapy) – without inter-
vention in the main pathogenetic mechanisms of illness;

e)  therapy (active treatment) with a capacity to ‘dismantle’ 
and ‘break down’ the addictive syndrome and the syn-
drome complex.
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A Dual Diagnosis of mental disorder, and mental and 
behavioural disorder due to psychoactive substance use is 
common. Furthermore, dual diagnosis is often associated 
with poor treatment outcome, severe illness course, and high 
service utilization. This presents a significant challenge with 
respect to the identification, prevention and management of 
people with dual diagnosis. 

The unmet need for treatment within this group is consid-
erable and people with dual diagnosis are often left isolated 
in the gap left between the relevant services. 

Psychopathology coexisting with drug use in adolescents 

is often encountered in a variety of clinical settings. Research 
findings suggest a major role for drug use in the aetiology 
and prognosis of psychiatric disorders such as affective dis-
orders, conduct disorder and antisocial personality disorder, 
attention-deficit hyperactivity disorder, and anxiety disorders. 

Psychiatric disorders also appear to have an important role 
in the aetiology of and vulnerability to drug use problems in 
adolescents. Dual diagnosis in adolescents is recognized as an 
important factor in deciding how they should be treated [2].

Dual diagnosis, as it applies to people with mental health 
and with mental and behavioural disorders due to psycho-
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Summary

The purpose of this paper is to describe several existing problems encountered in the management of dual diagnosis (DD) in the psy-
chiatric and drug treatment institutions in Macedonia. The term DD or comorbidity refers to the co-occurrence of at least one mental 
and behavioural disorder due to psychoactive substance use with another psychiatric disorder in the same individual. These ‘dual’ 
subjects present greater severity from both the clinical and social perspectives than those who have only one type of psychiatric dis-
order. The cost to the health system for those with DD is significantly higher than it is for someone with a single psychiatric disorder. 
This presents a significant challenge with respect to the identification, prevention and management of people with DD. According to 
the 2004 Report by the EMCDDA, the prevalence of DD in treatment settings in various EU countries ranged between 22% and 96%. 
In the Day Hospital for the Prevention and Treatment of Drug Dependencies in Kisela Voda, Skopje in an 8-year period, 1995-2002, 
9.8% – 49 out of a group of 500 heroin users – were diagnosed as ‘dual’ patients. The unmet need for treatment of people with DD is 
considerable. People with DD often found themselves in the gap between the relevant services, namely between the Day Hospital in 
Kisela Voda, and the Psychiatric Hospital in Skopje, or, less frequently, in prison. In Macedonia guidance regarding the best practice 
for the treatment of individuals with DD is not available. Access to services for people with DD diagnosis is restricted. They are 
under-diagnosed and receive very little treatment. The present Author has stressed the need for increasing the capacity of the health 
care system in Macedonia to meet the needs of people with DD. Further research is needed to establish the prevalence of DD, and to 
improve the diagnosis, treatment and social rehabilitation of people with DD. 
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active substance use, has been researched internationally and 
treatment models have been developed over three decades. 
There is still, however, no consensus on the precise meaning 
of the term, the implications of that diagnosis for the health 
and well-being of an individual, or the most effective treat-
ment models.

People with dual diagnosis are not a homogeneous group. 
The diagnosis is not clear, whether in comparing classification 
systems, or going outside them, or else within or between 
countries. Research methodologies adopt a wide spectrum 
of definitions, making comparison, replication and the ap-
plication of findings very difficult in practice.

The term ‘dual diagnosis’ is perhaps a misnomer, though 
it has been adopted internationally to represent a range of 
clinical presentations associated with people who have mental 
health or mental and behavioural disorders due to psychoactive 
substance use. Related terms sometimes used interchange-
ably with dual diagnosis are: ‘Dual disorder’, ‘Mentally Ill 
Chemical Abusers’ (MICA) or ‘Chemical Abuse and Mental 
Illness’ (CAMI) in the USA [18] and ‘co-occurrence’ of 
psychosis and substance abuse in Australia [7].

Dual Diagnosis was defined by the UN Office for Drug 
Control and Crime Prevention as “a person diagnosed as 
having alcohol or drug abuse problem in addition to some 
other diagnosis, usually psychiatric, e.g. mood disorder or 
schizophrenia” [17].

Dual diagnosis was defined by the World Health Organiza-
tion in 1995 as the “co-occurrence in the same individual of a 
psychoactive substance use disorder and another psychiatric 
disorder” [19].

According to Maremmani, in the fields of psychiatry and 
addictive diseases the term “dual diagnosis” has taken on the 
meaning of “the coexistence of a psychiatric disorder with 
a substance use disorder” [9].

People with mental disorders are more likely to have men-
tal and behavioural disorders due to psychoactive substance 
use than people without them. Similarly, people with mental 
and behavioural disorders due to psychoactive substance use 
are more likely to have a mental disorder than people without 
them [2,14]. The association between mental disorders and 
drug use is a complex one. People with such co-existing 
disorders are not a homogenous group; they suffer a range 
of disorders which vary in severity and fluctuate over time. 

Determining the aetiology of dual diagnosis results in a 
chicken and egg discussion: what came first? Existing research 
about the causal relations between mental disorders and mental 
and behavioural disorders due to psychoactive substance use 
is inconclusive [3]. The symptoms of mental disorder and 
addiction problems interact and mutually influence each other. 
Kessler [8] and Bakken [1] consider that research evidence 
shows that mental disorders generally precede mental and 
behavioural disorders due to psychoactive substance use i.e. 

they increase individuals’ susceptibility to such problems. 
However, mental disorders may also be aggravated by drug 
use (e.g. for depression [10]), or occur in parallel.

 Schuckit [15] points out that DSM-IV recognizes at least 
two types of dual diagnosis. The most common type includes 
individuals who have a major substance use disorder but who 
demonstrate symptoms of intoxication or withdrawal that 
resemble problems observed in other psychiatric diagnoses. 
The second, less common, type of dual diagnosis involves 
individuals who, perhaps by chance alone, actually have an 
independent major psychiatric disorder besides their alcohol 
or drug dependence.

Despite the difficulty of establishing prevalence, the 
literature indicates high rates of dual diagnosis that are 
steadily increasing over time [6]. Two factors may have led 
to this increase. First, individuals with a mental illness may 
be increasingly exposed to illicit drugs. Second, there is a 
general increase in experimentation with illicit drugs in the 
population as a whole.

According to the EMCDDA publication Drugs in Focus, 
[4] two main groups of comorbid drug users can be recognized, 
each with a distinct profile. One group is dominated by peo-
ple with a psychiatric illness and the second is characterized 
by drug dependency. According to the same publication in 
2004 about 30-50% of psychiatric patients in Europe had a 
mental illness as well as mental and behavioural disorders 
due to psychoactive substance use, mainly alcohol, sedatives 
or cannabis. Among patients from drug treatment centres, 
dual diagnosis mostly implies a different profile, with heroin, 
amphetamine or cocaine use, together with one or several 
personality disorders as the dominant diagnostic features, 
followed by diagnoses of depression and anxiety and, to a 
lesser degree, psychotic disorders.

The co-occurrence of personality disorders and drug use 
was only recently described in the general population. The 
US National Epidemiologic Survey on Alcohol and Related 
Conditions firmly established a relationship between mental 
and behavioural disorders due to psychoactive substance use 
and personality disorder, with about half of all drug users 
having at least one personality disorder [5]. In terms of clinical 
prevalence, samples of people with mental and behavioural 
disorders due to psychoactive substance use, personality 
disorders (50-90%) prove to be the most frequent form of 
comorbidity, followed by affective disorders (20-60%) and 
psychotic disorders (15-20%). 

Available European data provide a different picture. In 
various clinical studies, personality disorders range from 14% 
to 96% – the dominant types being antisocial and borderline 
disorders – while depression ranges from 5% to 72%, and 
anxiety disorders from 4% to 32%. These large variations 
are probably due to differences in the focus of diagnostic 
assessment and the types of sample chosen.
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In the Republic of Macedonia general population-based 
studies and clinical studies of dual diagnosis prevalence have 
not been carried out so far. In the Day Hospital for Preven-
tion and Treatment of Drug Dependencies in Kisela Voda, 
Skopje in the period of eight years (1995-2002) 9.8% – 49 
out of a group of 500 heroin users – were diagnosed as ‘dual’ 
patients [16]. It is hard to believe that the prevalence of dual 
diagnosis among a group of 500 heroin-dependent subjects 
was so low. Despite the high prevalence of heroin users with 
other mental disorders, in our clinical practice the distinction 
between drug use symptoms and symptoms of other mental 
disorders did not receive particular attention, and the spe-
cific treatment of comorbid disorders was not provided in 
accordance with good clinical practice. Routine assessment 
for mental symptoms and disorders seldom was a part of the 
standard diagnostic procedures performed during the initial 
treatment of heroin users in the Day Hospital in Kisela Voda.

The team of psychiatrists, psychologists and social 
workers in the Day Hospital in Kisela Voda failed to utilize 
methodological advances which could have improved the 
diagnosis of both psychiatric and substance use disorders. 
There was no attempt to use standardized, validated instru-
ments available for the measurement of psychiatric symptoms 
and personality disorders; the same is true of various instru-
ments that assess levels of drug use and addiction. Even if 
the Addiction Severity Index (ASI) [11], Brief Psychiatric 
Rating Scale (BPRS) [13], the Zung Self-rating Depression 
Scale [20] and the Zung Self-rating Anxiety Scale [21] have 
been translated into the Macedonian language, they have 
practically never been used.

Another problem in our practice with regard to the provi-
sion of services for people with dual diagnosis is an artificial 
separation of treatments for mental and behavioural disorders 
due to psychoactive substance use and those for other mental 
health disorders. There was pressure to place people with 
dual diagnosis in one system or the other by determining 
which disorder was primary for them. This can result in no 
treatment for the disorders that are not considered primary. In 
Macedonia there are currently no clear rules for the referral of 
clients from drug treatment services to mental health services, 
and there is resistance in mental health services because of 
a lack of expertise. People with dual diagnosis have tended 
either to be treated within one service alone, which has meant 
that some aspects of their cluster of problems have not been 
dealt with as well as might have been wished, or they have 
been shuttled between services, with a consequent loss of 
continuity of care. The provision of integrated care for people 
with dual diagnosis requires a radical rethinking of the way 
services are organized – they need to be organized around 
the user rather than around social, professional or service 
constructions of ‘abnormal’ behaviour.

The fact that many other mental disorders are associated 

with increased rates of mental and behavioural disorders due to 
psychoactive substance use, including mood disorders (alco-
hol, stimulants), personality disorders, particularly anti-social 
and borderline personality disorder (alcohol, polysubstance), 
anxiety disorders (alcohol, benzodiazepine), PTSD (alcohol, 
cannabis), eating disorders (alcohol, stimulants), and conduct 
disorders (alcohol, polysubstance), [15; 13] was not clearly 
recognized either in drug treatment services or in psychiatric 
hospitals in Macedonia. As a result, the treatment of people 
with dual diagnosis has mainly been focused on psychotic 
disorders such as schizophrenia and depression.

People with dual diagnosis, through their disruptive and 
aggressive social behaviour and due to a failure to comply 
with treatment rules and requirements, are very often a 
cause of frustration to the staff of the Day Hospital in Kisela 
Voda, who, understandably, often experience impatience, 
suppressed aggression and symptoms of burn-out. This has 
substantially diminished their chances that those people will 
get psychosocial support, adequate pharmacological manage-
ment and social support. In their case it has been difficult to 
ensure liaison with relevant agencies (e.g. social services, 
courts, lawyers and prisons) and other health institutions 
(primary health care, obstetric services, surgery clinics, clinics 
for infective diseases, dental clinics ad so on).

The restricted use of newer (‘atypical’) antipsychot-
ics and SSRI medicaments in treating people with dual 
diagnosis in Macedonia could be explained by the lack of 
dual diagnosis good practice guidelines and the scarcity of 
financial resources.

Conclusions and recommendations 

Estimates of the numbers of people with dual diagnosis 
in Macedonia are still unavailable because of the lack of 
formal registration and a total lack of prevalence studies.

Assuming that clinical cohorts of people accessing addic-
tion and mental  health services in Macedonia show similari-
ties in the problems they experience, high prevalence rates are 
likely to emerge in future prevalence studies in Macedonia. 

Dual diagnosis needs to be recognized and addressed in 
the national health policy of the Republic of Macedonia.

Dual diagnosis potentially involves a significant number 
of people accessing primary care, social services and addic-
tion and mental health services. Provision should be made 
for the treatment of people with dual diagnosis in all relevant 
institutions at the regional and local level. 

Drug treatment services and psychiatric hospitals in 
Macedonia do not offer a specific treatment model for dual 
diagnosis.

Macedonia should introduce specific multidisciplinary 
educational programmes on dual diagnosis that will enable 
various disciplines to understand and respect each oth-
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ers’ roles in providing people who have a dual diagnosis 
with health care.

The role of primary health care in providing services 
for dual diagnosis is not yet clear. The role of primary 
care, in particular that provided by GPs, is integral to 
the management of dual diagnosis.

New studies are needed to identify the needs of peo-
ple with dual diagnosis and models of assessment and 
treatment appropriate to the clinically effective provi-
sion of services. Thus, some areas yet to be researched 
include: prevalence, needs assessment and the role of 
GPs in providing primary care.

Continuing education programmes for different 
disciplines working in addiction and mental health 
services could incorporate dual diagnosis in their syllabi. 

Several countries have dealt with the complexities of 
managing dual diagnosis by developing national guide-
lines for the services that provide care. It is necessary 
to develop dual diagnosis good practice guidelines for 
Macedonian services for people with dual diagnosis.
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TO THE EDITOR: Evidence suggests there is a high 
rate of comorbid cannabis use among opioid addicts 
[1,9] and that cannabis use frequently occurs during 
the course of opioid substitution treatment [6,8,9]. 
Although such cannabis use is often regarded as prob-
lematic [4], cannabis is known to have analgesic (e.g. 
[2]), antiemetic (e.g. [5]), and neuronal (e.g. [7]) effects 
that may have therapeutic benefits for withdrawing 
opioid users. Despite this, relatively little attention has 
been paid to cannabis use by opiate users who are try-
ing to manage the gruelling effects of withdrawal [3]. 
Nobel et al. (2002)[8] reported that cannabis use is a 
common strategy for self-detoxification from opioids 
without medical assistance and there have been reports 
that cannabis use has been associated with improved 
medical compliance as well as a decrease in the number 
of opioid- positive urines among individuals receiving 
naltrexone treatment [1,9]. Despite such findings, the 
extent to which cannabis has therapeutic benefits for 
opioid withdrawal symptoms remains unknown. 

As part of a larger study, we recently surveyed 72 
individuals (age range of 18-64; 20 female) enrolled 
in a low-threshold methadone maintenance program in 
Halifax Nova Scotia. During face-to-face interviews 
participants were asked; “Have you ever used cannabis/
marijuana to reduce the symptoms of withdrawal? If 
yes, from which drug(s)?” 62.5% (45/72; 7 female) 

of those surveyed said they have used cannabis in the 
past to reduce withdrawal symptoms from some type 
of drug and of these 86.6% (39/45; 6 female) specified 
that this included opioids. Although participants were 
not asked for further elaboration, 8 male clients made 
spontaneous reports about cannabis’ effectiveness for 
assisting with opioid withdrawal. While the majority 
of such statements (6/8) are consistent with a thera-
peutic benefit; (e.g. “That’s why I use it ”, “…helped 
with the come-down,”, “…used it to sleep,”, “…to 
counterbalance effects of methadone and increase my 
appetite”), one client reported a null effect; (“It doesn’t 
work, but you try,”), and one client reported a negative 
effect;( “I tried, but it didn’t help – it made me more 
sick”). Individuals that reported having used cannabis 
to reduce the symptoms of opioid withdrawal reported 
using cannabis more days during the previous month 
(n = 39, mean = 14.2, SD = 12.5) than those who had 
never done so (n = 33, mean = 5.8, SD = 11.0) (t (70) 
= 2.99; p<0.01), but because we did not collect the data 
about the frequency of cannabis use for withdrawal 
relief purposes, it is not clear the extent to which such 
usage accounts for this difference . 

Although these preliminary findings should be 
interpreted with caution, they suggest that cannabis 
may be used for therapeutic purposes by at least some 
opioid addicts. Additional research into the reasons 
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for and effects of cannabis use among opioid addicted 
individuals is warranted. 
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TO  THE EDITOR: Patients’ lack of insight into their men-
tal illness is a complex and poorly investigated phenomenon 
which seriously influences psychosocial functioning, shows 
a clear correlation with the severity of psychiatric symptoms, 
and has been seen as related to treatment compliance, with 
important prognostic implications [3, 6, 15].

In the literature the degree of awareness of mental illness 
has been studied in a wide range of psychiatric conditions, 
including mood disorders, anxiety disorders, psychotic dis-
orders and obsessive-compulsive disorder. Special attention 
has been paid to three different elements that are involved: 
insufficient awareness in patients of specific aspects of each 
form of the disease, the neuro-cognitive impairment entailed in 
each case, and consequent failures to comply with treatment. 

With reference to mood disorders, patients’ level of insight 
has been shown to be related to the polarity of mood episode; 
patients with mania have shown significantly poorer insight 
compared with those with mixed mania, bipolar depression 
and unipolar depression. The lack of association between 
level of insight and total number of manic symptoms or with 
specific manic symptoms could be related to the persistence 
of subsyndromal symptoms in patients in remission from a 
manic episode [2]. On the other hand, the awareness of ill-
ness has been compared between groups of bipolar I and II 
patients during a phase of clinical stabilization, the apparent 

conclusion being that a severe deficit in self-awareness may 
constitute a distinguishing psychopathological characteristic 
of patients with bipolar II disorder [12]. All these observa-
tions, even if conflicting data are present, tend to support the 
hypothesis that impaired insight and other neurocognitive 
dysfunctions characterize not only symptomatic but also 
already remitted bipolar patients [14].

With regard to anxiety disorders, a paper assessing the 
relationship between the impairment of insight and the long-
term outcome of illness in several psychiatric disorders has 
shown a greater relative impairment of insight in mood versus 
anxiety disorders, prompting the conclusion that awareness 
of illness is a feature that is relatively stable in this latter 
group of diseases [4].

Patients’ awareness of their own illness has also been 
studied in psychotic disorders, which classically reveal a poor 
degree of insight. In schizophrenic patients too, impaired 
insight is clearly related to a poorer course of the illness 
and non-compliance with necessary treatment [6]. Deficits 
in insight have been found to be more common and severe 
in patients with schizophrenia than in those with schizoaf-
fective and major depression, with or without psychosis, 
but not more severe than they are in patients with bipolar 
disorder – a finding that has strong clinical, theoretical, and 
nosological implications [13].
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Given the controversial data on the degree of insight to 
be found in obsessive-compulsive disorder, one controver-
sial issue has been whether or not OCD patients with poor 
insight should be considered a distinct sub-group of patients. 
In a paper exploring insight in that disorder, almost half of 
the patients showed an excellent level of insight, whereas 
15% showed little or none. No correlation between levels of 
insight and clinical features has been observed, except for 
a negative trend that emerges when somatic obsessions are 
present. In addition, a trend towards a lower level of insight 
has been noted in obsessive-bipolar patients who have a 
positive history of repeated manic or hypomanic episodes [9].

Neuropsychiatric disorders are often characterized by 
impaired insight into behaviour. This kind of deficit has 
been suggested and sometimes explored in drug-dependence 
disorders, too.

Substance abusers usually deny, or lack awareness of, 
their problem. Recent neuro-scientific evidence suggests that 
the denial of problems related to drug use could be associ-
ated with alterations in frontostriatal systems, which play a 
critical role in executive functions and self-awareness [16].

As to alcohol, a close relationship has been observed be-
tween the state of patients’ insight and their level of motivation 
to change their own behaviour [7]. Some papers have pointed 
out the effect of insight on patients’ willingness to change their 
life-style, suggesting the need for brief insight-enhancement 
interventions addressed to patients with alcohol dependence 
[8]. When a contemporary mental illness is present (in cases 
with dual diagnosis), this has been hypothesized to act as a 
fundamental factor in impairing insight level [17].

A few studies have been dedicated to investigating the role 
of insight in cocaine dependence. Some authors have exam-
ined the potential association between awareness of illness 
and drug-seeking behaviour, and have gone on to propose, 
especially with cocaine subjects who are urine-negative, 
interventions to enhance insight, in order to improve their 
longer-term clinical outcomes [11]. Active cocaine abusers 
display a diminished neural response to errors, with particular 
reference to the anterior cingulate cortex, which is so closely 
involved in error processing. The inability to detect or adjust 
performance in response to errors has been linked with clini-
cal symptoms, including the loss of insight and perseverative 
behavior. On this theory, behavioural deficits that probably 
contribute to the maintenance of drug dependence could 
derive directly from a cognitive dysfunction [5].

Switching now to cannabis, there has been a great deal of 
debate over the role of THC in the pathogenesis of psychotic 
disorders; to date, cannabis use has been considered to be 
one of the most important risk factors for schizophrenia. 
Whatever the cause, for many subjects ending cannabis use 
during the early phases of recovery is very difficult, not only 
because of prior habits of use, but also because of the attend-
ant psychotic symptoms, including poor insight and judg-

ment, lack of impulse control, and, most crucially, cognitive 
impairment. Moreover most of these subjects are unable to 
understand that cannabis use is connected with the onset of 
symptoms. Of course, patients’ insight is a basic condition 
for understanding the need for treatment programmes, and 
it is further damaged by ongoing substance use [10].

Lastly, it is correct to assess dependence on nicotine as a 
severe form of dependence; it is, consequently, distinguished 
by impairment of awareness and reward system. The de-
scription of smoking as an autonomously chosen lifestyle 
appears to be cynical and calls for vigorous rejection. Most 
older smokers would, in fact, like to quit smoking and have 
repeatedly tried to do so, without ever succeeding. In par-
ticular, high-risk patients with comorbidities, who are highly 
motivated to quit smoking, often fail to achieve this, even 
if they are fully aware of the major benefits that come from 
effective smoking cessation [1, 11].

Lack of insight in patients has been explored in several 
psychiatric conditions, including substance abuse and de-
pendence. In the literature there is a worrying and unjustified 
shortage of data in the field of heroin addiction, which can be 
viewed as the prototype of substance dependence disorders. 
This fact is even more disquieting when it is borne in mind 
that heroin addicts often fail to comply with methadone 
treatment when this is prescribed at blocking dosages. Lack 
of insight is a very difficult state for building the motivation 
that is indispensible to compliance or abstinence.

On the basis of these observations it would be appropri-
ate to extend the study of insight into the field of heroin 
dependence, so as to improve the degree of compliance of 
heroin addicts who are receiving opioid agonist treatment. 
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