
Suicide Risk Mitigation: Assessing & Managing 
Comorbidities in Patients wit Chronic Pain 

Martin D. Cheatle, PhD 
Associate Professor of Psychiatry  
Director, Pain and Chemical Dependency Program 
Center for Studies of Addiction 
 
 
 
 



2 

 
Conflict of interest 

q MDC has no conflict of interest related to the topic of this 
presentation 

 

q This presentation does not contain off-label or investigational 
use of drugs or products 

 



3 

Learning Objectives 

w Describe the common comorbidities 
associated with chronic pain  

 
w Explain understand the risk/benefit of anti-

depressants and benzodiazepines in 
patients with chronic pain  

 
w Identify non-pharmacologic interventions for 

treatment of comorbidities in patients with 
pain  
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Chronic Pain Comorbidites  

w Mood Disorders 
w Anxiety Disorders 
w PTSD 
w Sleep Disorders 
w Personality Disorders 
w Secondary Medical Conditions 
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Pain, Mood and Anxiety Disorders 
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w  National Comorbidity Survey to evaluate the association 
between chronic pain and common mood and anxiety 
disorders 

w  Participants (n= 5877) completed the Composite International 
Diagnostic Interview based on the DSM 
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% population (n=1038)  

Grant 1RO1DA032776-01 NIDA/NIH PI Cheatle 
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Pain Depression Suicidal 
Ideation 
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Level of Abuse in Stressful Environments 

Webster LR, Dove B. Avoiding Opioid Abuse While Managing Pain: A Guide for Practitioners. 
North Branch, MD: Sunrise River Press. 2007. 

Low     Moderate  High 
            Patient stress level 

D
ru

g-
ab

us
in

g 
be

ha
vi

or
 



12 

Pain, SI and Sleep Disorders 
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•  51 outpatients with non-cancer chronic pain were recruited and completed 
the Pittsburgh Sleep Quality Index, the Beck Depression Inventory, and the 
Multi-Dimensional Pain Inventory.  Subjects were classified as suicidal 
ideators or non-ideators, based on the BDI 

•  Results indicated that 24% reported suicidal ideation and endorsed higher 
levels of sleep-onset insomnia, pain intensity, medication usage, pain 
related interference, affective distress and depressive symptoms 

•  Step-wise, discriminate function analysis revealed that sleep onset 
insomnia severity and pain intensity predicted 84.3% of the cases 

•  Authors concluded that chronic pain patients who self-report severe and 
frequent initial insomnia with concomitant daytime dysfunction and high 
pain intensity were more likely to report passive suicidal ideation, 
independent of the effects of depression severity 

Smith MT, et al Clin J Pain 2004; 20 (2):111-8 
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Pain and Sleep Disorders 
w Chronic pain is associated with 

multiple symptoms that may 
impair a patient's quality of life, 
including emotional distress, 
fatigue and sleep disturbance.  

w Studies have demonstrated that 
50% of patients with a number of 
different chronic pain conditions 
complain of sleep disturbance, 
with estimates as high as 
70%-88%. 

 
Cheatle MD, Foster S, Pinkett A, Lesneski M, Qu D, Dhingra L. Assessing and Managing Sleep 
Disturbance in Patients with Chronic Pain. Anesthesiol Clin. 2016 Jun;34(2):379-93 
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% Population Sleep Disturbance (n= 1180) 
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Untreated or Undertreated Insomnia 
Patients with chronic pain and sleep disturbance 
report: 
w Increased pain 
w Excessive fatigue 
w Poorer mood 
w Higher rates of disability 
w Increased suicidal ideation 
 



18 

Experimental Studies 
Short term: 
w Sleep deprivation or 

disruption increases pain & 
inflammation; dampen mood 
and pain inhibitory response 

Long term: 
w Development of depression, 

anxiety, widespread pain, 
diabetes, hypertension, CHD 
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Pain and sleep are bidirectional 

Pain Sleep 
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Pain and sleep are bidirectional 
w  Koffel E, Kroenke K, Bair MJ, Leverty D, Polusny MA, Krebs EE. The 

Bidirectional Relationship Between Sleep Complaints and Pain: Analysis of 
Data From a Randomized Trial. Health Psychol. 2015 Jun 15. [Epub ahead of 
print] 

w  Sivertsen B, Lallukka T, Petrie KJ, Steingrímsdóttir ÓA, Stubhaug A, Nielsen 
CS. Sleep and pain sensitivity in adults. Pain. 2015 Aug;156(8): 1433-1439. 

w  Haythornthwaite JA, Hegel MT, Kerns RD. Development of a sleep diary for 
chronic pain patients. J Pain Symptom Manage. 1991 Feb;6(2):65-72.  

w  Chiu YH, Silman AJ, Macfarlane GJ, Ray D, Gupta A, Dickens C, Morriss R, 
McBeth J. Poor sleep and depression are independently associated with a 
reduced pain threshold. Results of a population based study. Pain. 2005 Jun;
115(3):316-321. 

w  Moldofsky H, Lue FA, Eisen J, Keystone E, Gorczynski RM. The relationship 
of interleukin-1 and immune functions to sleep in humans. Psychosom Med. 
1986 May-Jun;48(5):309-18. 

w  Onen SH, Alloui A, Gross A, Eschallier A, Dubray C. The effects of total sleep 
deprivation, selective sleep interruption and sleep recovery on pain tolerance 
thresholds in healthy subjects. J Sleep Res. 2001 Mar;10(1):35-42. 

w  Boakye PA, Olechowski C, Rashiq S, Verrier MJ, Kerr B, Witmans M, Baker G, 
Joyce A, Dick BD. A Critical Review of Neurobiological Factors Involved in 
the Interactions between Chronic Pain, Depression, and Sleep Disruption. 
Clin J Pain. 2015 May 28. [Epub ahead of print] 
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Pain and Sleep: Mechanisms of Action 

w Reduced pain tolerance 
 
w Pro inflammatory process 
 
w Increased anxiety/lower mood  
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Increased pain/opioid use/misuse/
risk of SI 

Anxiety 
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Sleep 

Mitigating Risk of SI/SB 



23 

Assessment of Mood, Anxiety and Sleep 



24 

Mental Health Screening 

 

Ø BDI-II 
Ø BDI-FS 
Ø Zung Self-Rating Depression Scale 
Ø CES-D 
Ø PHQ-9/PHQ-2 
Ø BAI# 
Ø GAD-7# 
Ø HAS# 
Ø HADS* 
Ø POMS* 
Ø PHQ-4* 
 
# Anxiety Scales  *Anxiety/Depression Scales 
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PHQ-4 
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GAD-7 



28 

Sleep Assessment 

w Sleep scales 

w Sleep logs 

w Actigraphy   
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Sleep Assessment Scales 
Questionnaire Time frame # of items 
Sleep quality 
Pittsburg Sleep Quality Index Past month 19 

Sleep Questionnaire Indefinite 59 

Sleep Disturbance Questionnaire Indefinite 12 

SF-B Past 2 weeks 12 

Sleep onset 

Nocturnal Sleep Onset Scale Past 2 weeks 2 

General  

Steelman Insomnia Symptom Questionnaire Past week 13 

Athens Insomnia Scale Past month 8 

Pittsburgh Insomnia Rating Scale Past week 65 

Leeds Sleep Evaluation Questionnaire Indefinite 10 
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Pittsburgh Sleep Quality Index 
w PSQI consists of 19 individual items used to 

generate seven composite scores: 
Ø  subjective sleep quality 
Ø  sleep latency 
Ø  sleep duration 
Ø habitual sleep efficiency 
Ø  sleep disturbances 
Ø use of sleeping medication 
Ø daytime dysfunction  
•  5 to 10 minutes  to administer and score 
•  Global score can be used to identify presence of sleep 

disorder 
 
 
 
Backhaus J, Junqhanns S, et al.Test-retest reliability and validity of the Pittsburgh Sleep Quality 

Index in primary insomnia. J Psychosom Res. 2002 Sep;53(3):737-40. 
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SLEEP DIARY Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 
1.  What time did you go to bed (lights off)?               
2.  Approx how long did it take you to fall asleep?               
3.  How many times did you awaken during the night?               
4.  Approx how long were you awake each time? 1. 

2. 
3. 
4. 

1. 
2. 
3. 
4. 

1. 
2. 
3. 
4. 

1. 
2. 
3. 
4. 

1. 
2. 
3. 
4. 

1. 
2. 
3. 
4. 

1. 
2. 
3. 
4. 

5. What time did you wake in the morning?               
6. What time did you get out of bed?               
7. Approximately how many hours did you sleep?               
8.  What medications did you take last night?               
9.  Rate the quality of last night’s sleep: 
     (1 = excellent, 5 = poor) 

  
12345 

  
12345 

  
12345 

  
12345 

  
12345 

  
12345 

  
12345 

10. Avoided naps? (Y/N)               
11. Exercised?  (Y/N), When?               
12. Avoided stimulants?  (Y/N)               
13. Relaxed before bed? (Y/N), How long?               

         Cognitive appraisal/comments: Please complete in the spaces provided below… 

  
1. _______________ 
             (date) 
  

  

  
2. ______________ 
            (date) 
  

  

  
3.  ______________ 
            (date) 
  

  

  
4.  ______________ 
            (date) 
  

  

  
5.  ______________ 
           (date) 
  

  

  
6.  ______________ 
           (date) 
  

  

  
7.  ______________ 
           (date) 
  

  

Sleep Logs 
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Actigraphy  
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Risk Assessment for Sleep Disordered Breathing  

w History and physical examination 
•  Assess neck circumference  
•  Evaluate throat and nose for restricted airway 

w Obtain a urine drug test to detect nonprescribed 
benzodiazepines or other CNS depressants 

w Administer EPWORTH Sleepiness Scale 
w If patient is candidate for  

opioid therapy, consider a  
polysomnogram 
•  Portable at home 
•  In a sleep lab 

Cheatle, M.D., Webster, L.R. Opioid therapy and sleep disorders: Risks and mitigation strategies. Pain 
Medicine 16 Suppl 1: S 22-26, 2015. 
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Treatment Approaches 

u Pharmacologic 

u Nonpharmacologic 
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Pharmacologic Interventions  
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Antidepressant medication 

q The role of antidepressant 
medication may relate, in part, 
to the high prevalence of co-
occurring depression in chronic 
pain 

q There is evidence of the 
analgesic properties of 
tricyclics and certain SNRIs 

q TCAs, SNRIs like opioids are 
used to modulate descending 
inhibitory pain pathways  
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w  28 matched FM pts compared to 14 healthy volunteers 
w  FM patients required significantly less pressure 

stimulus to reach a 50/100mm on a VAS 
w  Hypo-connectivity between the rostral anterior 

cingulate cortex and the amygdyla, hippocampus, and 
brainstem in healthy volunteers compared to FM 
patients 

w  Evidence that there is a dysfunction of the descending 
pain modulatory network 
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w  Fibromyalgia patients endogenous opioid 
activity may be elevated at baseline (i.e. 
already working at full levels and thus can’t 
increase with new pain stimuli) 
•  CSF of FM patients show higher enkephalins 

compared to controls 
•  High Baseline occupancy of opioid receptors in FM 

patients who have never received exogenous 
opioids 

•  Opioids usually ineffective in most patients with FM 
•  Naltrexone-blocking endogenous release of opioids 

w  Unlike the opioid system the serotenergic/
noradrenegric system is hypofunctional 
•  Decreased norepinephrine and serotonin 

metabolites in CSF 
•  Efficacy of compounds that raise serotonin and 

norepinephine may be effective 
–  Duloxetine, Venlafaxeine, TCA, ?tramadol 
–  Exercise and TENS units help potentiate this 

descending inhibition 
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Antidepressant Selection and Dosing 

Priorty Drug Class Indications and Precautions Initial 
Dose 

Possible 
Increases 

1 Venlafaxine 
(Effexor) SNRI Avoid if CV disease, ABN ECG, poorly-

controlled HTN 75 150, 225 

2 Fluoxetine 
(Prozac) SSRI SSRI of choice 20 30, 40 

2 Sertraline 
(Zoloft) SSRI SSRI of choice in patients with CV disease 50 100, 150 

3 Citalopram 
(Celexa) SSRI Use if failed with first SSRI 20 30, 40 

4 Bupropion 
(Wellbutrin) Other 

Use if obese, have unacceptable weight 
gain with other agent, or if sexual AEs 
reported 

200 300, 400 

4 Mirtazapine 
(Remeron) Other Use if insomnia a problem; avoid if obese 15 30, 45 

5 Desipramine TCA Avoid with CV disease, advanced age, 
ABN ECG, poorly-controlled HTN 25 50, 100 

Kroenke K et al JAMA 2009; 301 (20): 2099-110 
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Kroenke, K. et al. JAMA 2009;301:2099-2110. 

Mean 20-Item Hopkins Symptom Checklist Depression Scores 
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   Kroenke, K. et al. JAMA 2009;301:2099-2110. 

Mean Brief Pain Inventory Scores for Pain Interference and Pain Severity 
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How modest is the effect? 

Drug 
RCT / 

participant
s 

30% pain 
reduction  

(drug vs 
placebo, %) 

Drop out 
rate due to 

adverse 
events,  
(drug vs 

placebo, %) 
duloxetine 5 / 1,884 46.8 vs 34.0 18.7 vs 10.4 
milnacipran 5 / 4,110 36.4 vs 28.1 21.5 vs 11.0 

SSRIs 7 / 414 36.4 vs 20.6 9.5 vs 7.0 
TCAs 9 / 542 48.3 vs 27.8 5.2 vs 6.5 

pregabalin 5 / 3,259 40.0 vs 29.1 19.4 vs 11.0 

Arthritis Research & Therapy (2014) 16:201 
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Hicks JK, Sangkuhl K, Swen JJ, Ellingrod VL, Müller DJ, Shimoda K, Bishop JR, Kharasch ED, Skaar TC, 
Gaedigk A, Dunnenberger HM, Klein TE, Caudle KE, Stingl JC. Clinical pharmacogenetics implementation 
consortium guideline (CPIC) for CYP2D6 and CYP2C19 genotypes and dosing of tricyclic antidepressants: 2016 
update. Clin Pharmacol Ther. 2016 Dec 20.  
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Drew L. Pharmacogenics: The Right Drug for You Nature. 2016 Sep 8;537(7619):S60-2. 
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Evidence-Based Guidelines: Overview 
w  There are no clinically significant differences in efficacy, 

effectiveness, or quality of life among SSRIs, SNRIs, SSNRIs, 
or other second-generation antidepressants for the treatment 
of MDD. 

w  There are minor differences only in the incidence and severity 
of AEs, and mixed evidence of an increased risk of suicide 
with therapy 

w  Mirtazapine has a faster onset of action; all were the same at 4 
weeks 

w  38% of patients did not achieve a treatment response 
following 6-12 weeks of therapy with the first agent; 54% did 
not achieve remission 

Ann Intern Med 2008; 149: 725-733 
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Anxiety Disorders 
w  Anxiety disorders are the most commonly diagnosed 

psychiatric disorders and are highly co-occurring in patients 
with chronic pain.  

w  Anxiety at times can be so severe that individuals can 
experience overwhelming fear, avoidance behavior and 
cognitive distortions that perpetuate anxiety symptoms such 
that they can not fully engage in other efficacious therapies 
(for example CBT, PT).  

w  SSRIs and other first-line antidepressant medication 
treatments may mitigate these maladaptive behaviors and 
thoughts related to the underlying anxiety disorder, but 
achieving a therapeutic response can take up to four to six 
weeks, and oftentimes up to twelve weeks, at a therapeutic 
dose to evaluate for treatment response.  

w  A time-limited prescription of either a prn or standing dosing 
of benzodiazepines may be warranted 

w  Cheatle, M.D., Shmuts, R. Benzodiazepine and opioid use in patients with chronic pain: balancing risk and 
benefit. Pain Medicine, 16(2): 219-221, 2015. 
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w  In waiting for efficacy of these medications the 
patient would continue to suffer psychiatrically, 
which in turn will worsen the perception of pain 
and affect the patient’s functionality and quality of 
life.  

w  A time-limited prescription of either a prn or 
standing dosing of benzodiazepines may be 
warranted.  

w  When the antidepressant becomes effective in 
treating the anxiety symptoms, the 
benzodiazepine can be discontinued if used prn or 
tapered if taken as a standing regimen without any 
major adverse events or risks.  

w  Psychiatrists often call this method of treatment a 
“benzodiazepine bridge.”  

Cheatle, M.D., Shmuts, R. Benzodiazepine and opioid use in patients with chronic pain: 
balancing risk and benefit. Pain Medicine, 16(2): 219-221, 2015. 
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Panic Disorders 
w  Panic disorder and panic attacks are episodic 

and intermittent. 
w  Panic and associated sympathetic overdrive 

could be triggered by uncontrolled pain, and 
in turn exacerbate pain causing a vicious 
cycle.  

w  SSRIs and psychotherapy are first-line 
treatments for this disorder, but some anxiety 
disorders can be difficult to treat, and in 
general very high doses of SSRIs are 
required to achieve remission.  

w  Higher doses of these medications lead to 
high likelihood of side effects. 

 
Cheatle, M.D., Shmuts, R. Benzodiazepine and opioid use in patients with chronic 
pain: balancing risk and benefit. Pain Medicine, 16(2): 219-221, 2015. 
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Panic and Benzodiazepines  
w   “Rescue medication” would be helpful if their panic disorder and 

attacks are in partial remission on adequate first-line therapy or 
they have breakthrough attacks and are otherwise generally well 
controlled. 

w  Benzodiazepines, in these circumstances, can be helpful when 
used prn. When used in this manner, the potential for physiologic 
and psychological dependence is low 

w  Oftentimes when patients with panic disorders have access to 
rescue medication this eases anticipatory anxiety and reduces 
the likelihood of having a panic attack.   

w  Employing SSRIs and other first-line therapies (psychotherapy) 
in combination with as needed benzodiazepines is analogous to 
the standard practice of prescribing a long acting opioid and 
other therapies and providing as needed immediate release 
opioids for breakthrough pain. 

Cheatle, M.D., Shmuts, R. Benzodiazepine and opioid use in patients with chronic pain: balancing risk and benefit. Pain 
Medicine, 16(2): 219-221, 2015. 
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Non-Benzodiazepines  
w  While benzodiazepines can be very effective in certain 

cases there are other medications with anxiolytic 
qualities with low abuse potential and reduced risk for 
unintentional overdoses when combined with opioids.  

w  Buspirone is a medication like the SSRIs can require 
several weeks to achieve a therapeutic response, but it 
is generally well tolerated and used often for adjunctive 
treatment for anxiety, depression, and sometimes 
sexual dysfunction (especially in women).  

w  Mirtazepine, a central alpha-2 agonist, is another 
antidepressant medication that could be used as 
monotherapy or adjunctively for depression and anxiety 

w  Hydroxyzine, despite the anticholinergic and 
antihistamine side effect profile, is another medication 
that could help abort panic and improve sleep.  
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Pharmacologic Approaches to Sleep Disorders 

w Benzodiazepine and Receptor Agonists 
(BzRAS) 

w Non-benzodiazepine receptor agonists  
w Melatonin receptor agonists  
w Sedative antidepressants 
w Atypical antipsychotic medications,  
w Antiepileptic Drugs 
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Benzodiazepine and Receptor Agonists (BzRAS) 
w  BzRAS include benzodiazepines (example Temazepam, 

Triazolam) and a newer class of non-benzodiazepine drugs 
(for example, Zolpidem). 

 
w  This class of drugs binds to GABA-A receptors and induces 

sedative/hypnotic, amnestic, anxiolytic and anticonvulsant  
effects.  

 
w  Many short term clinical trials show that  BzRAS improve 

sleep quality, sleep latency, wakefulness after sleep onset and 
total sleep time.  

 
w  Most benzodiazepines (excluding Triazolam) have 

intermediate to long half-life, helping patients fall asleep and 
stay asleep longer. 
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Benzodiazepines 

w  FDA approved benzodiazepines for insomnia include Restoril 
(Temazepam), Halcion (Triazolam), ProSOM (Estazolam), Doral 
(Quazepam), and Dalmane (Flurazepam). 

 
w  Lorazepam, alprazolam and clonazepam, which are typically 

used as anxiolytics, are also used off-label for sleep. 
 
w  For patients with chronic pain, short-term benzodiazepines 

may be useful in muscle tension, anxiety, and neuropathic 
pain, as well as sleep. 

 
w  One study found that with long-term use (> 1 year), pain 

patients using benzodiazepines had no improvement  in sleep. 
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w  Benzodiazepines may work well in short-term efficacy trials, 
but there is a paucity of data on long-term use and there are 
many documented adverse effects (cognitive impairment, 
decreased attention, anterograde amnesia). 

 
w  Long-term use of benzodiazepines may lead to a depressive 

symptomatology with cognitive and psychomotor slowing. 
 
w  Abruptly discontinuing benzodiazepines may lead to rebound 

insomnia and there is always a concern of tolerance and 
dependence, especially in patients with a history of sedative 
or alcohol abuse.  

 
w  Given these multiple safety concerns, benzodiazepines have 

fallen out of favor as a class of drugs for use in sleep 
disorders.  
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Drug Misuse and Abuse 

Spiller HA.  What every clinician needs to know about overdoses - poison center surveillance.  Presented at:  
The 2012 National Rx Abuse Summit.  April 10 – 12, 2012; Orlando, FL.  http://www.slideshare.net/OPUNITE/henry-spiller-edited 



57 

Non-Benzodiazepine Receptor Agonists (NBzRAS) 
w  Non-benzodiazepine receptor 

agonists include Ambien 
(Zolpidem), Sonata (Zalepon), 
and Lunesta (eszopiclone)  are 
the newest class of FDA 
approved hypnotics used for 
insomnia. 

w  These class of drugs improve 
sleep latency and have 
potential for fewer daytime side 
effects, given their short half-
life and receptor binding 
profile. 
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w  Zolpidem has become the most 
prescribed drug for insomnia 
and, as compared to 
benzodiazepines, in a double 
blind placebo controlled study it 
has shown to remain effective 
for 8 months of nightly use with 
no evidence of tolerance or 
rebound. 

w  Safety trials have demonstrated 
that there are side effects 
consisting of sleep eating, sleep 
walking and sleep driving. 
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Antidepressants 
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Antidepressants  
w  Sedative antidepressants, such as tricyclic antidepressants 

mirtazapine and Trazodone, are useful in treating chronic pain 
patients with insomnia.  

 
w  These classes of drugs help to relieve: 

1.  Insomnia 
2.  Any associated depression that negatively influences pain perception 
3.  The pain condition itself 
 

w  Tricyclic antidepressants have pro-serotonergic, 
noradrenergic, dopaminergic and sodium channel blocking 
effects that may account for their efficacy in pain and 
depression, along with anticholinergic and antihistaminic 
effects that lead to sedation.  
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TCAs 

w  At standard doses, all tricyclics 
have shown equal efficacy in 
treating neuropathic pain; however, 
they are not all equal in promoting 
sleep. 

 
w  Desipramine and imipramine are 

less sedating and may disrupt 
sleep. 

 
w  Amitriptyline, nortriptyline, 

Trimipramine and doxepin, on the 
other hand, may decrease sleep 
latency, increase sleep efficiency 
and increase total sleep time. 
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Trazodone 
w Trazodone is an antagonistic of 

serotonin type II, histamine and 
alpha 1 adrenergic receptors and 
weakly inhibits serotonin reuptake. 

 
w Trazodone exerts most of its 

hypnotic effects at low doses and 
works as an antidepressant at 
higher doses. 

 
w There is some evidence for 

adjunctive effect when used with 
pregabalin for pain patients.  
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Mirtazapine 
w Mirtazapine is an antidepressant 

with sedating qualities due to 
antagonism of type I histaminergic 
and serotonin type II receptors. 

 
w At doses 15-30 mg it improves 

sleep latency, total sleep time and 
sleep efficiency, and decreases 
frequency of awakenings. It has 
also been shown to improve 
sleep, appetite and mood in 
cancer patients.  
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Melatonin Receptor Agonists 
w  Melatonin receptor agonists include the 

natural ligand, melatonin, as well as non-
melatonin drugs (Ramelteon and 
Agalomantine ). 

 
w  Melatonin has been shown to induce sleep 

by attenuating the wake-promoting 
impulses in the hippocampus.  

 
w  Melatonin is available over the counter and 

is not FDA approved.  
 
w  In 2005 the FDA approved Ramelteon, 

which is a melatonin receptor agonist, for 
the treatment of sleep initiation insomnia.  
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Antipsychotics   
w  Two of the newer, atypical antipsychotic medications, Seroquel 

(Quetiapine) and Zyprexa (Olanzapine), have been used off-label for 
treatment of insomnia.  

 
w  Self-reported outcomes and polysomnographic data suggests 

efficacy in increased total sleep time, slow wave restorative sleep, 
and decreasing sleep latency.  

 
w  At low doses, Seroquel primarily has antihistiminergic properties and 

is weakly pro-serotonergic .  
 
w  It has been known to decrease anxiety and serve as an adjunctive to 

antidepressant medication. 
 
w  These medications may cause significant weight gain and cardiac 

conduction abnormalities, such as prolonged QT interval, and a low 
risk of movement disorders, such as tardive dyskinesia.  
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AEDs 
w  Gabapentin and pregabalin often used to 

treat chronic pain conditions with comorbid 
insomnia.  

w  In multiple studies of patients with 
neuropathic pain and fibromyalgia, self-
reported sleep outcomes suggest positive 
effects on sleep latency and wakefulness 
after sleep onset, as well as increased deep 
sleep.  

w  Both have adjunctive effects on depression 
and anxiety. 

w  Pregabalin showed increased efficacy in 
promoting sleep in patients with diabetic 
neuropathy, compared to amitriptyline in a 
recent study.  

w  Adverse effects include dizziness, next day 
sedation, GI symptoms and peripheral 
edema. 
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Over the Counter Medications 
w  Most of the OTC aids contain first generation antihistamines 

(diphenhydramine and doxylamine). 
 
w  Patients may quickly develop tolerance to these agents. 
 
w  There are no controlled studies demonstrating efficacy for > 

than 3 weeks in treatment with insomnia. 
 
w  Antihistamines may cause next-day sedation and impaired 

cognitive function and should be used with caution in the 
elderly. 
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Buprenorphine Formulations 
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Buprenorphine Formulations 

w Buprenorphine was developed by UK-based 
Reckitt & Colman Products and released in 
the United Kingdom in 1978.  

w That same year, a clinical study determined 
that buprenorphine could be helpful in 
reducing cravings of pure opioids in 
patients with an opioid abuse disorder. 

w Then, a separate study published in 1982 
demonstrated that buprenorphine offered 
excellent analgesia with a blunted abuse 
liability.  
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w Buprenorphine is a partial agonist at the mu-
opioid receptors and an antagonist at the 
kappa receptors. 

 

w  Mu-opioid receptor activity produces the 
analgesic effects of buprenorphine, while a 
strong affinity for the kappa receptors 
render them inactive. 
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w  Buprenex 
Buprenex was released in 1985 in the United States as an 
injectable formulation of buprenorphine. Buprenex is 
approved for the relief of moderate to severe pain. This 
formulation is also used off-label for the treatment of opioid 
withdrawal in heroin-dependent hospitalized patients. 

w  Bunavail, Suboxone, and Zubsolv 
The buprenorphine transmucosal film is formulated in 
conjunction with naloxone. This medication is indicated for 
the treatment of opioid use disorders and is used for heroin or 
other opioid use disorders, both for induction and 
maintenance therapy 

w  Subutex 
Subutex is a sublingual tablet formulation of buprenorphine 
approved for the treatment of opioid use disorders, with a 
particular focus on the induction phase of treatment. It has 
also been used off-label successfully for the treatment of 
chronic pain 
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w Belbuca is the newest formulation of buprenorphine 
available as a buccal film and indicated for the 
management of pain requiring around-the-clock, 
long-term opioid treatment not adequately 
controlled with alternatives. 

w Transdermal buprenorphine is a 7 day patch 
indicated to control of moderate to severe chronic 
pain 

w CAM2038 is an investigational buprenorphine 
subcutaneous injection product being developed as 
once-weekly and once-monthly formulations for all 
treatment phases of opioid addiction, from initiation 
through maintenance.  
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Clinical Considerations 
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w  Results were conflicting and inconsistent regarding increased 
risk of suicide with Rx of AEDs possibly due to variability in 
research designs, controls, comparison groups and sample 
size and measures of SI/SB. 

w  Authors concluded that in spite of the limitations, the 
literature reviewed suggests that the risk of suicidality should 
be assessed in patients with neuropathic pain, fibromyalgia or 
other pain conditions being considered for AED therapy  
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w  The FDA expanded warnings of increased risk of SI/SB for all 
antidepressants  

w  In the studies reviewed there were no differences between 
antidepressants and risk of SI/SB  

w  Results of studies reviewed were inconsistent and conflicting 
due to methodological limitations and variability between 
studies 

w  Authors concluded that assessment of risk for SI/SB should 
be standard practice in pain population especially patients 
initiating antidepressant therapy and in patients between the 
ages of 18-25. 
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Exercise, Pain, Depression and Anxiety 
w  Exercise not only can enhance the release of 

endogenous opioids (endorphins) thus 
reducing the use of prescription opioids, but 
can also reduce the mortality and morbidity 
related to major health conditions.  

w  Recent data from randomized studies suggest 
that aerobic exercise also significantly 
improves function and quality of life in patients 
with chronic low back pain.   

w  Exercise has proven to be a potent anxiolytic 
as it both blunts the body’s response to 
cortisol and increases brain serotonin levels; 
epidemiological studies have shown that 
exercise both prevents anxiety disorders and 
effectively treats them  

Heldt, S.A., et al., Hippocampus-specific deletion of BDNF in adult mice impairs 
spatial memory and extinction of aversive memories. Mol Psychiatry, 2007. 
12(7): p. 656-70. Wipfli, B.M., C.D. Rethorst, and D.M. Landers, The anxiolytic 
effects of exercise: a meta-analysis of randomized trials and dose-response 
analysis. J Sport Exerc Psychol, 2008. 30(4): p. 392-410. 

..;, 
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CBT/ACT 
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Cognitive Behavioral Therapy 
q CBT focuses on maladaptive thought 

patterns (catastrophizing) and 
behaviors (kinesiophobia) that occur 
frequently in patients with CNCP 

 
q The objective of CBT is to guide the 

patient in recognizing and 
reconceptualizing his/her personal view 
of pain, identifying their role in the 
process of healing and promoting the 
patient being proactive rather than 
passive, and competent rather than 
incompetent 

 
q CBT include specific skill acquisition 

(relaxation therapy, stress management, 
cognitive restructuring) followed by skill 
consolidation and rehearsal, and 
relapse training (Turk, Flor, 2006) 
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Efficacy/Effectiveness  
w Objective: To evaluate the effectiveness of 

psychological therapies for chronic pain (excluding 
headache) in adults, compared with treatment as usual, 
waiting list control, or placebo control, for pain, 
disability, mood and catastrophic thinking 

 
w Data collection and analysis: Forty-two studies met our 

criteria and 35 (4788 participants) provided data. Two 
authors rated all studies. 

 
w Main Results: CBT is effective in altering mood and 

catastrophising outcomes, when compared with 
treatment as usual/waiting list, with evidence that this is 
maintained at six months. 

 
w Authors Conclusions: CBT is a useful approach to the 

management of chronic pain. 
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Efficacy/Effectiveness 

w Objective: evaluate the effectiveness of CBT for FM 

w Main Results: 23 studies met inclusion criteria with 
a total of 2031 patients included. CBT was superior 
to controls in pain reduction, reducing negative 
mood and reducing disability both at end of 
treatment and at 6 month follow up 
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Biological Substrates of CBT on Pain  
w 16 high catastrophizing patients 

with fibromyalgia were 
randomized into a group that 
received a 4 week course of 
CBT or a control group that 
received only fibromyalgia 
education material.  

w Resting state fMRI evaluated 
functional connectivity between 
key pain processing brain 
regions at baseline and post-
treatment.  

Lazaridou, A., et al., Effects of Cognitive-Behavioral Therapy (CBT) on Brain Connectivity 
Supporting Catastrophizing in Fibromyalgia. Clin J Pain, 2017. 33(3): p. 215-221. 
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w  Results revealed that catastrophizing 
correlated with increased resting state 
functional connectivity between S1 
and anterior insula.  

w  The CBT group demonstrated a larger 
reduction in both pain and 
catastrophizing as compared to the 
control group at the 6-month follow-up 
and reduced resting state connectivity 
between S1 and anterior/medial insula 
at post-treatment and these changes 
were associated with concurrent 
treatment-related reduction in 
catastrophizing.   

w  The authors concluded that CBT via 
reducing catastrophizing helps 
normalize pain-related brain responses  
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ACCEPTANCE AND COMMITMENT THERAPY 
 

w  Acceptance and Commitment Therapy (ACT) is a form of CBT that 
is a directive and experiential type of therapy based on rational 
frame theory. The goal of ACT is to experience life mindfully and 
reinforce psychological flexibility.  

w  The core processes of ACT include:   
 -Contact with the present moment 
 -Self-as-context 
 -Defusion 
 -Acceptance 
 -Values 
 -Committed action 

w  There are 5 randomized control trials on the use of ACT in chronic 
pain demonstrating efficacy in improving mood and function. 
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w 171 subjects with chronic MSK completed a course 
of ACT 

w At a three year f/u 68% of the cohort noted 
improvement in key outcomes including pain-
related anxiety, physical and psychosocial disability 
and depression 
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CBT 
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Cognitive Behavioral Therapy for Insomnia 

w CBT-I has been demonstrated to be 
equally effective or even superior to 
pharmacotherapy in patients with 
chronic primary insomnia.  
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CBT-I cont’d 

w CBT-I consists of: 
•  Psychoeducation about sleep and insomnia 
•  Stimulus control 
•  Sleep restriction 
•  Sleep hygiene 
•  Relaxation training 
•  Cognitive restructuring 
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w  This was a parallel-group, randomized, single blind trial of 
CBT-I with a contact/measurement control condition 

w  Twenty-eight subjects with chronic neck and back pain were 
randomized into the 2 groups. 

w  Results revealed that patients who received CBT-I had 
significantly improved sleep and these patients maintained a 
statistically and clinically improved total sleep time even 6 
months after treatment ended, despite the persistence of 
moderate to severe pain  

Sleep Disord. 2012;2012:679648. 
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w  An RCT design comparing a Hybrid CBT P-I to a monitoring 
control group 

w  Compared to symptom monitoring, the hybrid intervention 
was associated with greater improvement in sleep at post-
treatment. Although pain intensity did not change, the Hybrid 
Group reported greater reductions in pain interference, fatigue 
and depression than the Monitoring Group. Changes 
associated with the hybrid intervention were clinically 
significant and durable at 1- and 6-month follow-ups. 
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Barriers to Receiving CBT/ACT 
w Pain is typically inadequately treated in 

primary, secondary and tertiary care 
settings 

w Psychological interventions, in particular, 
are underutilized 

w Factors accounting for underutilization of 
psychological treatment for pain include: 
•  Financial 
•  Environmental (lack of transportation or providers in 

the geographic region) 
•  Patient attitude (stigma) associated with receiving 

psychological care’ 
•  Healthcare system barriers 
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Access Issues 
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Interventions 

q Office-based interventions 
Ø  Training non-BH staff on CBT etc 
Ø  Antidepressant therapy/pain self-

management  program 
  Kroenke et al 2009 

q  E-health 
Ø  Computer-assisted CBT 

Ø  Telemedicine 

Ø  Smartphone Apps 
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Computer-Assisted Interventions 
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Conclusions 

w Mood, anxiety and sleep disorders are 
common comorbidities to chronic pain 

w Each condition separately can cause 
additional suffering and impact QOL and can 
increase the risk of SI/SB 

w Only a comprehensive approach to 
assessment, monitoring and treatment will 
effectively manage these conditions and 
reduce the risk of SI  

w Access to efficacious therapeutics needs to 
be addressed and non-traditional delivery 
systems further developed. 
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