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Emerging issues with a prolonged use of opioids 
 

Gaps in the knowledge about the complex interactions 
between many facets of opioid actions  

 

• Common adverse effects 

• Endocrine system 

• Immunologic system 

• Hyperalgesia 

• Cognitive disturbances 

• Dependence - tolerance - addiction 



 



Lack of terminology consensus. Terms like 

“addiction”, “misuse”, “abuse” or 
“dependence” are often used as synonyms.  
In part because criteria over opioid use 

disorder has changed from DSM-IV to DSM-

V, text used as reference in psychiatry.  

 

DSM-IV used the terms “dependence” and 
“abuse” distinctly whereas DSM-V includes 

both under “opioid-related disorders”.  





 

 

 

 

 

 



 

 

 

45 yrs old, female, GYN cancer 

20 pieces of 200 mcg FBT/day 

 

I had a prescription of FBT for BTP 

 

I started to use FBT more frequently because of lack of pain 

control…. (pseudoaddiction…) 

 

When I take the drug, I feel better, I’m less depressed and this 
help me to have less anxiety during the day, and pain 

disappears too (chemical coping).  

 

Now I use the drug for these purposes, not for pain….. 





opioid misuse 45.5%: 

24.6% for abuse;  

15.0%  for diversion 

10.6%  for doctor shopping.  

Aberrant prescription opioid-taking behaviors were higher in participants with chronic 

post-cancer treatment pain (misuse, 64.2%; abuse, 52.2%) or chronic cancer pain 

(misuse, 57.4%; abuse, 26.2%) than in those with chronic noncancer pain (misuse, 

37.8%; abuse, 17.0%).  

Younger age, male sex, smoking, habitual drinking, diagnosis of psychiatric disease, 

use of opioids other than tramadol, and use of opioids for chronic post-cancer 

treatment pain and chronic cancer pain were identified as risk factors for aberrant 

prescription opioid-taking behaviors.  

 

 Even in Japan, which has not experienced the surge in opioid consumption 

documented in other countries, aberrant prescription opioid-taking behaviors were 

observed. When prescribing opioid analgesics, universal precautions should always 

be taken for both cancer and non-cancer patients 



Prevalence of chronic pain (CP) in patients treated with 

Opioid Substitution Treatment (OST - buprenorphine or 

methadone) for Opioid Used Disorder (OUD),  

The prevalence was 45.3% These patients deserve specific 

attention from health professionals and health authorities. 

Thus, the real challenge in OST patients is the implementation 

of a multidisciplinary approach to manage CP. 

 

The urgent challenge in OST patients is to pay systematic 

attention to chronic pain diagnosis, along with the 

implementation of a multidisciplinary patient-focused approach 

for an appropriate management of CP. 
 

Systematic Review and Meta-Analysis of the Prevalence of 

Chronic Pain Among Patients With Opioid Use Disorder and 

Receiving Opioid Substitution Therapy. Delorme et al. J Pain 

2023 



15 studies about use disorders  and 

risk of use disorders. 

 

The prevalence of opioid use disorder 

was 8% (1–20%) and of the risk of 

use disorder was 23.5% (19.5–27.8%) 



Among the 729 of 751 (97%) evaluable consults, 143 

(19.6%) were SOAPP-positive, and 73 (10.5%) were CAGE-

AID-positive.  

Multivariate analysis revealed that the odds ratio of a 

positive SOAPP score was 2.3 for patients who had positive 

CAGE-AID scores (P < .0001), 2.08 for men (P = .0013), 1.10 

per point for ESAS pain (P = .014), 1.13 per point for ESAS 

anxiety (P = .0015), and 1.09 per point for ESAS financial 

distress (P = .012). A CAGE-AID cutoff score of 1 in 4 had 

43.3% sensitivity and 90.93% specificity for screening 

patients with a high risk of ADB. 

Predicting the Risk for Aberrant Opioid Use Behavior in 

Patients Receiving Outpatient Supportive Care 

Consultation at a Comprehensive Cancer Center. 

Yennurajalingam S, et al. Cancer. 2018 



Tools: CAGE for drugs & SOAPP 

 
 

The risk in our population was negligible! 

113 patients with advanced cancer were examined. 

About 35% of patients were SOAPP positive.  

There was correlation between SOAPP, CAGE-AID and 

ORT. SOAPP was independently associated with a lower 

Karnofsky level, pain intensity, poor well-being 

  

At follow-up, no patient (0%) displayed aberrant 

behaviours, despite having a moderate-high risk. 









                                                   

 

                      



Ulker & Del Fabbro 2020 

Approach to non medical opioid use  

in pts with cancer pain 



Patients with cancer pain with opioid misuse 

 

 

 

 They still need opioid therapy because of  

impeding pain 

 

 Most of them show chemical coping 

 

 They need a therapeuthic strategy  

 

 

 



The Centers for Disease Control and Prevention 

(CDC) 2016’s Guideline for Prescribing Opioids for 
Chronic Pain (Dowell et al., 2016) states in its 12th 

recommendation:  

 

“Clinicians should offer or arrange evidence-based 

treatment (usually medication-assisted treatment with 

buprenorphine or methadone in combination with 

behavioral therapies) for patients with opioid use 

disorder”.  
 

The rationale is that tapering or discontinuing opioid 

medications could result in enhanced pain and 

craving with consequent use of illicit drugs and 

potential harms to the patient  



Methadone is a synthetic μ-opioid 

agonist with a long half-life 

approved as analgesic and 

treatment of opioid use disorder. It 

is also an NMDA-receptor 

antagonist, meaning that it is useful 

for chronic neuropathic pain.  

Complex non-linear 

pharmacokinetics, its potential 

serious adverse effects including 

cardiac events (QT prolongation, 

torsade de pointes, arrhythmias…), 
risk of overdose and minor events 

like sedation, constipation, nausea 

or dizziness, must be strictly 

monitored.  

Additionally, methadone’s 
analgesic effects last 4-6h requiring 

multiple daily doses (Heinzerling, 

2019).  

Buprenorphine is a μ-opioid partial 

agonist also approved as analgesic 

and treatment for opioid use 

disorder. It is usually combined with 

naloxone to deter intravenous use. 

It is also a κ-opioid receptor 

antagonist and may be able to 

reduce hyperalgesia. 

 Due to orphanin-receptor at higher 

doses it has ceiling effects and, 

therefore, a better safety profile 

compared to complete agonists like 

methadone (Heinzerling, 2019).  



None of them could demonstrate significant differences in RCT 

between these treatments with regard to analgesia and rate of 

relapse (Neumann et al., 2013, 2019).  



The misuse is due to inappropriate 
care and poor monitoring 

In 23 years (over 9000 admissions at Acute palliative 
care unit, La Maddalena, Palermo), only five patients 
had an aberrant use of fentanyl products at admission, 
and this was due after an initial prescription, then 
patients  were themself-caring…. 
 

2 FBT 

1 OTFC 

1 SLF 

1 FPNS 



A 65-year-old male progressively developed neck pain and dysphagia. 

A diagnosis of epiglottis cancer was made in October 2021. He 

underwent a partial exeresis of a supraglottic mass, followed by 

carboplatin-taxol, cetuximab, then changed to carboplatin and 

cetuximab. 

 

 In June 2022 nivolumab was prescribed but due to the progression of 

disease he was then  prescribed paclitaxel, and put on the waiting list 

for local radiotherapy.  

 

Due to increasing levels of pain and clinical deterioration, he was 

referred to a home care program. The attending home palliative care 

physician referred him to an acute supportive palliative care unit 

(ASPCU) for a difficult pain syndrome, unmanageable at home.  

Cancer pain management and 

maintenance therapy 



On admission, physical examination finding 

showed a large supra-clavicular neck mass  

with tendency to ulceration and a mixed  

somatic-neuropathic pain  

 

Syndrome of severe intensity (8/10 with frequent  peaks of 

10/10). Imaging studies showed a  progression of disease, 

involving muscles and vessels of the neck.  

 

The CAGE (cut, annoyed, guilty, eye opener) test for drugs 

was positive (4/4). The Karnofsky status was 50 and the 

Memorial Delirium Assessment scale (MDAS) was 5. He also 

manifested high levels of anxiety, depression, and poor sleep.  



Former addict on MTT for 30 years. The last 

methadone dose prescribed was 100 mg daily, 

although he was also taking an extra dose of 50 mg 

from his weekly prescribed reserve (total 150 mg/day).  

 

A decision was made to split the patient’s total home 
methadone dose into 60 mg three times a day (180 

mg/day) with intravenous morphine 50 mg as needed 

for breakthrough pain.  



The day after  optimal pain relief with significant reduction in other 

symptoms.  

  He was discharged home on the 4th day. In follow-up phone 

contacts with the home care physician, the patient reported very 

good pain control, with no use of breakthrough medications, and 

no relevant problems, unless an abscess of the neck mass, 

requiring antibiotic therapy and frequent medications.  

 



The management of cancer pain in patients on MMT 

may be challenging and complex.  

An awareness of the particular pharmacological changes induced 

by chronic methadone exposure, and the common requirement 

for multiple adjuvant agents, may help to improve analgesic 

control  

 

Knowledge of the psychological factors behind perceived drug-

seeking behavior can improve communication and trust  

 

Social and existential issues influencing pain perception and 

behavior should be considered. It is common for there to be 

resonance between the generations in families, and family 

members may share substance-misusing behavior; a factor, 

which may influence bereavement care. Nonpharmacological 

interventions can improve symptoms such as anxiety and 

psychological distress as components of total pain and can avoid 

overuse of pharmacological interventions. 



Methadone may currently be underused as 

an analgesic agent, and its use should be 

considered in this group of patients in 

whom achieving analgesia is difficult.  

 

It has been shown to be a cost-effective 

option and to have a proven role in the 

management of cancer pain. 
 



47 yrs, ֍      Advanced breast cancer 

Divorced, legal controversies for child custody with 

previous husband, and son had from a previous 

partner, economically dependent on her sister who 

care for her.  

History of depression never treated. Actually 

autoprescription of BZDs 

Labelled as addicted, using ROOS even in absence 

of pain 

 

Followed a palliative care team in Ragusa with 

phone consulation 



At admission she was receiving transdermal fentanyl 50 

mcg/day and FBT 600 mcg 6-8 times a day with unclear 

indications (described as total pain) 

She was switched to methadone 15 mg/day, then increased 

up to 30 mg/day. Methadone dose was changed frequently 

(zig-zag), due to adverse effects, including dizziness, poor 

sleep, restlessness.  

Finally she was successfully switched to transdermal 

buprenorphine 35 mcg/h, then increased up to 52.5 mcg/h, 

olanzapin 5 mg nocte, naldemedine 200 mg 

Counsiling 

 

Discharge on day 14 with well controlled pain, normal sleep, 

no aberrant behavior. 

Two months after by WA we received «many thanks, anything 

is ok» 



Non pharmacological strategies 

 

 Coping 

 Reassurance 

 Explanation 

 Communication 

 Psychological support 

 

 

 

 



 

 

 

 

Step Description  

1 Differential diagnosis: identify tumor and treatment-related 

causes of pain; identify patient factors influencing pain perception 

and expression; identify complex pain syndromes, e.g., 

neuropathic pain, concurrent chronic noncancer pain.  

 

2 History of risk factors for nonmedical opioid use: tobacco or 

BDZ use, depression, anxiety disorder, history of substance 

abuse, personality disorder, posttraumatic stress disorder 

somatization, sexual abuse, reporting severe pain and functional 

impairment, age < 65 years, high MEDD.  

 

3 Screening instrument at first visit to identify patients at high 

risk (e.g., CAGE-AID, SOAPP, ORT).  

 

4 Informed consent including patient education about substance 

use disorder, tolerance, and opioid adverse effects; a treatment 

plan that de-emphasizes opioids as sole treatment for pain.  



 

 

 

 

5 Opioid agreement (written or verbal) that includes outline of 

patient obligations (e.g., receive opioid prescriptions from single 

provider, no early refills, random urine text).  

6. Pre- and post-assessment of pain level and function; 

routine assessment of analgesia, activities of daily living, 

adverse effects, aberrant behavior, and affect.  

7. Psychological support, brief motivational interviews, 

increased vigilance and structure for those at high risk for 

opioid misuse (e.g., pill counts, shorter intervals between 

visits); oncologists should consider an integrated co-managed 

model with palliative care or interdisciplinary chronic pain team 

for complex patients.  

8. Periodically review differential diagnosis; contribution of 

tumor- and patient-related factors to pain may change (e.g., 

pts with no evidence of disease should receive stable 

scheduled dose or tapered opioids, whereas patients with 

progressive advanced cancer may require additional 

breakthrough-dose opioids or opioid dose escalation).  



9. Documentation of all prescriptions, office visits, 

agreements, and instructions. 

  

10. Ethical concerns: discharging patients with 

advanced cancer and non medical opioid use; co-

management should be considered for substance 

use disorder, exercise caution regarding a diagnosis 

of diversion. 
 

 

 

 



Opioid switching to methadone 

 

 

 

 

 



 

 

 

Calculate opioid consumption (prescribed and not, 

approximately) 

 

Switch to methadone (ratio 1:5 – 1:10), according to 

the clinical condition (balancing analgesia and 

adverse effects) 

 

Add olanzapine or other sedative drugs 

 

Avoid opioids as needed 

 

Daily review of methadone doses with attempts to 

dose tapering (alternately buprenorphine) 

 

Stable doses with adequate analgesia 



 Maintain non pharmacological strategies  

continuously 

 

 Availability: maintain frequent contacts 

 

 Balancing analgesia and adverse effects 

 

 Monitoring for aberrant behavior risks 

 
 
 

 

 

 



Thank you  



It’s only palliative care, but I like it.. 
  

 

 

 

 

 

 

 

 

 

          

                      

                   

 

 

 

 

 

11st congress PALERMO, 20-22 april 2023. 











 

 

 

 

 

 

 

 

 

                                                 

 

 







Continued use of opioids increases 

tolerance, cause hyperalgesia, strengthen 

addiction and provokes a potentially 

harmful use.  

 

 Improving analgesia limiting 

hyperalgesic states. 

 Maintenance of this equilibrium 

represents a big challenge.  



 Forty-four years, cardiosurgeon, meniscectomy 

on spinal anesthesia 

 

 Arachnoiditis treated with corticosteroids for two 

months 

 

 Ubiquitarious osteoporosis, involvement of most 

vertebras 

 

 Cementoplasty on 4 segments of 12 vertebral 

fractures 

 

Physician-induced aberrant behavior 



At admission. 

 

 Pectyn nasal spray 400 mcg,  

20 pieces/day !!!! (about 1/h) 

 

 Bisphosphonates  

 



Intravenous fentanyl tapered down 

 

 

Methadone 240 mg/day, tapered down to 

90 mg/day 

 

 

Buprenorphine 210 mcg/h 



Two months after on TD buprenorphine 140 

mcg/h and water physiotherapy 

 

 

 

Good mobility, drives car… 

 

 

Next consultation for further cementoplasty 

and orthopedic surgery 

 




