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Abstract: Opioid addiction is a phenomenon which greatly increased in frequency, becoming a 
debilitating disease that profoundly affects psychosocial functioning of patients, poses a real social 
problem because of the costs involved in their health care and also because of the patients’ absenteeism 
and their decreased efficiency in the field of work. Opioid addiction presents clear criteria for diagnosis, 
requiring a complex treatment that first and foremost involves opioid agonists and antagonists, which 
raises many issues regarding doses, the safety profile and optimal therapy schemes. 
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Rezumat: Dependența de opioide este un fenomen ce înregistrează o marcată creștere a frecvenței, 
constituind o afecțiune invalidantă, ce afectează profund funcționalitatea psiho-socială a pacienților, 
precum și o reală problemă socială, prin costurile impuse de îngrijirea medicală a acestora și prin 
absenteismul și scăderea eficienței profesionale a persoanelor afectate. Dependența de opioide prezintă 
criterii clare de încadrare în diagnostic, impunând un tratament complex, la a cărui bază se situează 
agoniștii și antagoniștii opioidelor, ce ridică numeroase probleme legate de dozele, profilul de siguranță 
și schemele optime de terapie. 
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Opioid addiction includes signs and symptoms that 
reflect self-administration of opioid substances in non-medical 
purposes or in the presence of medical conditions that require 
treatment with opioid substances in analgesic purposes, 
degenerating into an addiction. 

It is estimated that 15.6 million people consume illicit 
opioids, of which 11 million are abusing heroin. It is estimated 
that worldwide illicit opioid dependence is increasing, 
representing the main drug in Asia and Europe. Economic 
burden due to opioid dependence is a significant one, through 
both healthcare costs and because of the patients’ absenteeism 
and by decreased productivity.(2) 

One’s opioid addiction may be influenced by a 
number of factors such as entourage, direct access to the drug, 
behavioral / personality disorder, family history of addiction 
(advocates for a genetic vulnerability). High relapse rate is 
characteristic of opioid dependence, due to the neuroadaptation 
mechanisms of the brain in regard to these substances. 
Prevalence of opioid addiction decreases with age, it can debut 
anytime, but it is more common in adolescence.(1,2) 

As in the case of many potentially addictive 
substances, opioid exposure affects dopaminergic pathways in 
the ventral tegumental area and the accumbens nucleus. Chronic 
exposure to the opioids can cause changes to the G-protein 
receptors, leading to structural and neurochemical changes in 
neurons which persist a long time after stopping opioid use. 
These changes involve a hyperactivity in the neural reward 
system, the patient showing a craving disregarding withdrawal 
symptoms, resulting in a compulsive search to purchase and 
consume the drug.(2,31) 

A third of cancer patients undergoing therapy and two 
thirds of patients with advanced cancer have chronic pain that 
require opioid used as analgetic. The last three decades have 

seen a dramatic increase in the use of opioids as first-line 
treatment for chronic pain due to malignancy. Studies have 
shown that physical addiction to opioids in cancer patients is not 
a widespread issue and they can, most times, easily give up 
substances when pain is effectively treated with targeted 
therapies.(31) 

The diagnosis of opioid addiction 
The diagnostic criteria according to DSM-5 include 

the existence of a pattern of opioid use that leads to significant 
functional impairment, showing at least two of the following 
signs, occurring over a period of 12 months:(1) excessive use of 
opioids or prolonged consumption (a longer period than 
originally planned); persistent desire to use opioids or inability 
to abandon their use; a great deal of time is spent to obtain 
opioid, to use it or to recover from its effect; craving or the  
extreme desire to use opioids; recurrent opioid use resulting in 
failure at workplace, at school or at home, the continued use of 
opioid despite the obvious social/ personal problems  caused or 
exacerbated by the effects of opioids; a decrease in the field of 
work or waiver of normal  activities as a result of opioid use; 
opioid use in risky situations for one’s health or the use of 
opioids despite the presence of medical conditions caused or 
aggravated by it; tolerances (defined as one of the following: the 
need for increased amounts of opioids to reach intoxication or 
the desired effect, the diminished effect at the use of the same 
amount of opioid ); withdrawal (shown by any of the following: 
the characteristic opioid withdrawal syndrome - Criteria A and 
B, the use of opiods or similar substances in order to prevent 
withdrawal).  

The diagnostic criteria of opioid withdrawal are:(1) A. 
discontinuation of the use of opioids or the administration of a 
opioid antagonist after an extended use of opioids; B. 3 or more 
of the following after a few minutes to days after criterion A: 
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dysphoric mood, nausea and vomiting, muscle pain, lacrimation 
and rhinorrhea, pupillary dilation, piloerection, sweating, 
diarrhea, fever, insomnia, yawning). 

The pharmacological therapy of addiction to 
opioids 

Neurobiological changes observed in opioids addiction 
explain the chronic disease model caused by this phenomenon. 
In addition, it supports maintenance of pharmacotherapy 
duration, which stabilizes the complex biochemical 
systems.(3,4) It is important to note that detoxification 
strategies, considered part of opioid addiction therapy, have not 
proven effective as the sole form of treatment in achieving long-
term abstinence.(5.6) On the other hand, maintenance 
pharmacological treatment prescribed in adequate doses, is 
associated with a drastic reduction of illicit opioid and marked 
reduction of symptoms and risk involved in abuse of 
opioids.(3,7) Purpose of the studies demonstrate that the 
combination of a form of therapy that deliver additional benefits 
in the treatment compliance and efficacy.(8,9) 

Maintenance therapy with opioid agonists has 
revolutionized the care of patients with opioid addiction, in 
association with abstinence, improved psychosocial functioning 
and facilitate the treatment for medical and psychiatric 
comorbidities, but as with any substance, in addition to benefits, 
it is necessary to take into account the side effects and safety 
profile.(2) Methadone is a synthetic opioid agonist that has  high 
affinity for receptors, reaching peak plasma levels in 2-6 hours 
after oral ingestion, and remaining bounded to receptors for 24-
48 hours after administration.(10) The suitable dose of 
methadone administered once a day, produces a “narcotic 
blockade”,(10,11) which reduces the euphoria given by the 
usage of opioids, the avoidance of withdrawal symptoms and 
proper socio-professional and family functioning of the patient, 
placing him in an apparently normal state. In practice, the dose 
of methadone is increased gradual in order to maintain patient’s 
comfort, with the ultimate goal being the “narcotic 
blockade”.(2) Once an effective dose is reached and is stable, 
the patient is maintained in this regimen, most often without the 
need for further titration. The effectiveness of methadone in the 
treatment of opioid addiction was confirmed by many 
observational and experimental studies, since its first use in 
1965.(12,13) The maintenance doses are adjusted for every 
patient, usually between 80-120 mg / day (producing “narcotic 
blockade”). The most common adverse effects of methadone are 
constipation, sweating, decreased libido. Recent studies have 
indicated an association between methadone treatment and 
secondary hypogonadism in men, decreased plasma levels of 
vitamin D and also a decreased bone density.(14,15) Another 
potential side effect, of vital importance, represents the 
lengthening of the QT interval when high dose of methadone are 
administered.(16,17) As a potent opioid agonist brings with it a 
risk of overdose, but with an increased half-life and also a 
prolonged action time, these episodes occur predominantly 
during the first 30 days of treatment because of the on rapid 
escalation of doses. The metabolism of methadone is produced 
initially slow and its half-life may vary depending on particular 
factors related to the patient and co-administration of other 
medicines.(18,19) Methadone is metabolised by the liver, thus 
requiring taking into account the potential drug interactions. 
Rifampicin can induce opioid withdrawal, antifungal and 
antibiotic medication interact with methadone, increasing its 
plasma levels (e.g. fluconazole, voriconazole, clarithromycin, 
ciprofloxacin), quetiapine (atypical antipsychotic) that can 
induce sedation, also carbamazepine, phenytoin and 
phenobarbital promote opioid withdrawal symptoms. There 
were interactions with antiretroviral therapy.(2,20) 

Buprenorphine is a partial agonist with high affinity 
for μ opioid receptors and antagonist for κ opioid receptor, 
approved as a medication to treat opioid addiction since 1996 in 
France and 2002 in the United States.(10,21,22) Available as 
buprenorphine tablets or associated with naloxone ( an opioid 
antagonist acting on μ receptors, with high affinity). Numerous 
clinical studies have demonstrated that buprenorphine is a safe 
and effective alternative to methadone treatment.(2,27,28) 
Randomized clinical trials have shown that a dose of 8 mg/day 
of buprenorphine is similar to that of 60 mg/day of 
methadone.(2) The usual doses of buprenorphine are 8-24 
mg/day. The main side effects recorded are headache, 
constipation, sweating and decreased libido. In addition, 
buprenorphine may lead to a marked increase in transaminases. 
It has not been demonstrated that buprenorphine may lengthen 
the QT interval. As in the case of methadone it should be taken 
into account the possible drug interactions. Respiratory 
depression has been reported in patients receiving 
benzodiazepine associated with buprenorphine. There are 
interactions with antiretroviral therapy.(2,23) Levomethadyl-
acetate (LAAM) is an opioid agonist with a long-acting time, 
approved for the treatment opioid addiction in the United States 
from 1993, then in Europe, but was withdrawn in 2001-2003 
due to severe cardiac side effects (QT lengthening  and torsades 
de pointes). Given the long –acting time, it was administered 
three times a week, with an efficacy similar to that of 
methadone. Despite its withdrawal, there are attempts to 
reintroduce it.(24,25) 

Among the opioid antagonists, the most used in the 
treatment of opioid addiction is naltrexone. As an opioid 
antagonist, it has high affinity for μ-opioid receptors, 
annihilating its euphoric effects, not having an addictive 
potential.(2) Peak plasma levels are recorded in about an hour 
and the antagonizing effect lasts up to 72 hours. However, its 
usefulness is limited because the initiation of treatment is 
difficult due to the fact that it has a prolonged abstinence period 
(7 days), thus risking the appearance of withdrawal symptoms. 
Standard doses of naltrexone are 50 mg/day or 100 mg on 
Monday`s and Wednesday`s and 150 mg on Friday`s 
(2,27,28,29). Administration of naltrexone can precipitate 
withdrawal in those patients with addiction to opioids that have 
maintained abstinence for at least seven days before initiating 
substitution therapy. It has no significant interactions with other 
substances that are metabolized by the liver , it has good safety 
profile regarding liver function, but higher doses of 300 mg/day 
are toxic for the liver.(2,27,29) The main side effects of 
naltrexone are epigastric pain, nausea, headache, irritability, 
fatigue, insomnia. Extended release naltrexone appeared as a 
necessity imposed by the low efficiency of the oral form 
because of poor therapeutic compliance. Thus, there are two 
types of naltrexone: a sustained release implants and injectable 
depot. In a recent Cochrane review, it was identified one 
significant study that evaluates the efficacy and prognosis of this 
form of naltrexone. It compares low dose (192 mg) and high 
dose (384 mg) with placebo, all study participants benefited 
from oral naltrexone if necessary. Large doses were associated 
with superior efficacy.(2,29) The main side effects reported are 
fatigue and complications related to the injection site. There are 
a number of therapeutic agents being investigated, including an 
extended release form of implant of buprenorphine that releases 
the substance for six months, but that proved to not provide the 
appropriate dose for therapeutic success, and is used as a 
ultimate solution for patients with low adherence to treatment, 
and diacetylmorphine (heroin itself), approved in very few 
countries, that is prescribed in small doses and is associated with 
methadone, so far, demonstrates the decreased use of illicit 



CLINICAL ASPECTS 
 

AMT, v. II, no. 4, 2014, p. 261 

drugs.(2, 26,29) 
Conclusions: 
Opioid addiction is a chronic medical condition with a 

known neurobiological base. Biochemical stabilization is 
accomplished with agonists and antagonists that reduce the risk 
of withdrawal symptoms and blocks the effects of exogenous 
opioids. Opioid addiction has clear diagnostic criteria and 
imposes a laborious therapeutic approach based on 
pharmacological treatment that requires careful analysis of the 
safety profile, adverse effects and overall risk that associates 
both opioid agonists and antagonists. This area remains a wide 
open in order to both optimize clinical and therapeutic approach. 
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